1. HMME HAJIEKAPCTBEHHS IPOIVKT Xuo 6‘53pr 5/ oo

2. KAYECTBEH H KOJIMMECTBEH ChCTAB

Besika kancyia chabpxka 0,5 mg Takpoaumyc (kato MoHoxuzpar) (tacrolimus).
TTOMOILIHO BELECTBO C W3BECTHO JieiicTBre: 62,85 mg nakTo3a MOHOXHApAT
ITeyaTHOTO MACTHITO, H3MOM3BAHO 32 MAPKHPAHE HA KANCY/MTE, ChIAbPHKa CIICIH OT COEB JICLIMTHH
(0,48% ot 00IIHA CHCTAB HA MEYATAHOTO MACTHIIO).

Besika kancyna ceabpka | mg Takponumyc (kato MoHoxuapar) (tacrolimus).
TToMOIIHO BEIIECTBO ¢ W3BECTHO JeiicTBue: 61,35 mg akTo3a MOHOXMAPAT
[TeyaTHOTO MAcTHIO, U3MON3BAHO 32 MAPKUPAHe HA KAICYJIUTE, ChIAbPiKa CEIH OT COEB JIELIMTHH
(0,48% oT 06LIMA CHCTAB HA MEYATHOTO MACTHIIO).

3a MBJIHUA CIIMCHK HA TTIOMOIIHUTE BELIECTBA BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpoa xancyna
Henpo3spaunH 6,1€10KBJITH TBBPH KeJATHHOBH KATICYJIX ¢ OTIIeYaTaHo B 4epBeHo ,,0,5 mg”
BbPXY Kana4eTo Ha KarcyJsara u ,, (f) 607” BppXy TAIOTO Ha Kancyiara, Chabpikaia 041 npax.

Trbpaa kancyna
Henpospaunu Genu TBBPAH JKENATHHOBY KaIICY/IH ¢ OTIeYaTaHO B YePBEHO ,,1 mg™ BupXy
KanayeTo Ha karncyJsara H ,, (f) 617 BpXy TA/I0TO Ha KarcyniaTa, Chabpkaila 641 npax.

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH MOKA3IAHMUS

INpogunakTHka Ha OTXBBPIISIHE HA TPAHCILUIAHTAHTA NPH PELMITHEHTH Ha anorpadT — yepeH apod,
6B0pek 1K cuple.

Jleyenue Ha OTXBBpAsAHE HA anorpadTa Npu ciiydyad, Pe3UCTEHTHH Ha Tepanus ¢ JApyrd
MUMYHOCYIPECHBHHU JIEKAPCTBEHH MPOAYKTH.




42 10o3HpoBKA H HAUHH HA TPHIOKEHHE

Jlewenneto ¢ [1porpad H3HCKBa BHUMATEIHO MOHHTOPHpPaHE OT aAEKBATHO KBATH(MIIAPAH H
EKHMITHPaH NepcoHall. JIeKapCTBeHHAT IPoAYKT TpAGBA A4 ce MpeAnHCcRa H MPOMEHHTE B
HMYHOCYIIPeCHBHATA TEPAIIMA Ja Ce NIPABAT CAMO OT JIEKAPH ¢ OITUT B UMYHOCYTIPECHBHOTO
JICYEHHE H TPETUPAHE Ha TPaHCIUIAHTHPAHH Naux#CHTH.

HesHHMaTeHOTO, HEYMHILIEHOTO WiIH 0@3KOHTPONHO NPeMHHABAHE KBM JIEKapcTBeHa Gopma Ha
TaKpoJIMMYC ¢ HezabaBHO ocBoDOXKIaBAHE HITH KM JIEKapeTBeHA DopMa ¢ YIBLKEHO
oceoOmKaaBaHe He € 6e3zonacHo. Tora MOKe Ia TIPeIH3BHKA OTXBLPNAHE HA NPUCAKATA MK
yBENHYaBaHEe YECTOTATAa Ha HEXKEAHHTE peakLiiH, BRIIOYUTETHO HEQOCTATBYHA HMYHOCY NPECHs
HJTH CBPBXHMYHOCYTIPECHA, NOPAAH KIHHMYHO 3HAYHMH Pa3NIMKH B CUCTEMHATA EKCTIO3HIMA HA
Takponumyc. [launenTure Tpadea na ce nekyBart ¢ eIHA OT JIEKAPCTBEeHATE GOPMH Ha
TAKPOJIHMYC, IPH CIIa3BAHE HA CHOTBETHATA JHEBHA CXEMA HA NPHIArAHE; NPOMAHA Ha
nekapcTBeHaTa QopMa HIK Ha cXemara Ha rpunarade TpaOBa fa ce NpaBd caMmo Noa
HEHIOCPEICTBEHO HAbIOAEHME OT CIIELMATTHCT TpaHCTIaHToTor (B3K. Touku 4.4 1 4.8). Cnen
NPEeMHMHABAHE KbM KOATO H [ € anTTepHAaTHBHA NeKapcTeeHa opMa TpAGBa Ja ce Hanpasw
TepanesTHYHO JIEKAPCTBEHO MOHMTOPHPAHE W KOPHTHPAHE HA J03aTa, 34 14 C& OCHIYPH
32Ma3BaHe Ha CHCTEMHATA GKCIO3MITHA HA TAKPOTHMYC.

Q61mu crodpaxeHHs

[IpenopruBanyTe HAYATHH JO3H, IPEACTABEHU HO-A0NY, €A IPEAHAIHAYEHY A4 CIIYIKAT CAMO
Kato ykasaHue. Jlosupanero Ha Ilporpad tpabea npeam ecuukoe jJa ce 0azupa Ha KIIMHHUYHATA
OLICHKA HA OTXBBPIAHETO M NMOHOCUMOCTTA [IPH BCEKH OTAENEH NALHEHT, NOANOMOTHATA OT
MOHHTOPHPAHETO HA KOHLEHTPALMATA B KPBBETA (BWXK HO-IOMY: MPENOPBUHTENHH KOHLEHTPaLMH
B U4JIa KPBB, KOUTO TpﬂﬁBa aa 6’]:,].‘[1’:1"[' ,[lOCTHl"HaTH). AKoO ce rnoasaT NpH3HalH Ha OTXBBPJIAHE,
Tpabea na ce oOMUCITH MPOMAHA Ha HMYHOCYTIPECHBHHS PEXKHM.

[Tporpad Moxe 1a ce MPHIAra HHTPABEHO3HO HITH TIepopasiHo. OOHKHOBEHO CE 3aI0uBa ¢
MEpopaTHO MPUIGKEHHE, aKo € HeoOXOIUMO, CBALPKAHHETO HA KAIICYJIATA, CYCIEHIUPAHO BLB
BOJI4, MOKE A Ce [IPHNara ypes HasoracTpansa conna. O6uxHoeeHo Iporpad ce npunara B
KOMOHHALMA C pYTH HMYHOCYTIDECHBHH CPEICTBA B HAYATHKA (Iepuo] cilel onepauuara. Jozara
Ha [Iporpad Moxke na Bapupa B 3aBUCHMOCT OT M30paHHs MMYHOCYTPECHBEH PEXHM.

Ho3upoBka
IIpenopbkn 3a ao3upane npu: YepHoapobHa TpaHCcHIAHTALHSA

[IpodHNaKTHKa Ha OTXBBPASHE HA TPAHCIVIAHTAHTA — BLIPACTHH, IEPOPAIHO A03UPAHE
[Mepopannoro neuenne ¢ [porpad rpabea pa zanoune 8 aosza 0,10-0,20 mg/kg/aHeBHo,
pa3zieneHa Ha IBa OTACTHH Npuema (Hanp. cyTpHH W Bevep). [IpueMtt Tpadea aa 2anoute okomno
12 yaca cnen 3aBBPIIBAHE HA OTICPALIKATA.

[IpodunakTHKa Ha OTXBBPIIHE HA TPAHCIUIAHTAHTA — BL3PACTHH, HHTPABEHO3HO JOZHPAHE

AKo MEPOPATHOTO NPHUIOKEHHE € HEBL3MOXHO nopagyH KMHHHYHOTO CBCTOAHHWE HA NALHCHTA,
TpabBa Ja ce 3ano4yHe uuTpasenosda tepanus ¢ 0,01-0,05 mg/kg anesHo nox popmata Ha
HelpekbeHata 24-yacosa undysns.

[podinakTHKa Ha OTXBBPIISHE Ha TPaHCIUIAHTAHTA — Aelld, NePOPATHO JOSHPAHE
Tpabsa na ce npwioxku HadanHa nepopanta Jo3a 0,30 mg/kg/nHeBHO pa3feneHa Ha JBa OTACNHH
npHeMa (Hanp. CYTPHH H Beuep).




[TpodHnaKkTHKA HA OTXELPISHE HA TPAHCIIAHTAHTA — AELA, HHTPABEHOZHO NOSHDAHE
AKO KITHHHYHOTO CHLCTOSHHE Ha NALMEHTA He NO3BONABA NEPOPAHO NpUIIOXKEHHE, TpaOBa aa ce

MPUIOKH Ha4alTHA HHTpaBeHosHa 1o3a 0,05 mg/kg nHesro nox dopMara Ha HenpekbcHaTa 24-
4acoBa HHPY3us.

Agan'mpal-le Ha 003474 B NepHOAd Cle] TPAHCTVIAHTAIIWATA (IPpH BL3PACTHH U ASHA

Hozure Fporpad 06uuaiiHo ce NOHIKABAT B NEPHOJA CE TPaHCILIaHTaiks, Bh3MOXKHO ¢ B
HAKOH CIIyYaH ]\a Ce MPeKpaTH ChIbTCTBALLATA HMYHOCYNIPECHEBHA TEPANHS , KATO C& CTUIHE 70
MoHOTepanua ¢ Iporpad. IonobpeHHeTo Ha CbCTOAHMETO HA NMALIMENTA ClIe/| TPAHCTIIAHTALMATA
MO 12 IPOMEHHN (apMAKOKMHETHKATA HA TAKPOJIMMYC M MOXKE 12 C& HATTOWKH JOIbIHHTEIHO
aJlanTHPaHe Ha JO3HTE.

JleueHne HA OTXBBUISHETO — BLAPACTHY 1 JeNa

3a oB/TanABaHE EIH30JMTE HA OTXBBPIAHE CE H3NON3BAT YBenuueHH no3u [lporpad,
DOTBIIHHTENHA TEPANHA ¢ KOPTHKOCTEPOHAH, KAKTO H KPATKH KYPCOBE ¢ MOHO/IONTHKIOHANHM
aHTHrena. Ako ce 3a0€IexaT MPHIHALK HA TOKCHYHOCT (HAMP. MOAYEPTAHH HEKENAHH PEAKLUM -
BHXK paz/ien 4.8), MOXe Ja ce HANOKU NOHMXKEHHE Ha mozaTta [porpad.

IIpu npemunasane kbm Iporpad neverneto Tpsabea 4a ce 3ano4He ¢ HAYANHATA NEPOpPANHA 1034,
(pENOPBYBAHA 33 MLPBUYHA HMYHOCYIIPECHS.

3a uH(pOpMalHE OTHOCHO IPEMHHABAHE OT LUHKJI0CNOpHH KbM [lporpad Bk no-fony:
“AnantupaHe Ha A03aTa OpH CELUBUYHN MOMY,TALMH NAUMEHTH

Ilpenoptkn 3a no3upane npn: bropeuna TpancnianTanns

[IpornakTHka Ha OTXBBPIHE HA TPAHCILIAHTAHTA — BB3PACTHH, IEPOPATHO JO3MpaiHe
IlepopanroTo neuenue ¢ [Tporpad tpabea na zanoune ¢ no3a 0,20-0,30 mg/kg/auesHo,
paszesieHa B ABa OTACHM npHeMa (Hanp. CyTpHH H Beuep). [Ipuemst Tpaliea na 3anousne no 24
4aca e NMPHKIIOYBAHE Ha ONEpaluATa.

[IpodunakTuka Ha OTXBBPISHE HA TPAHCILIAHTAHTA - BL3IDACTHH, MHTPABEHO3HO I03UpaHe
AKO nopaay KIHHHYHOTO CBCTOAHHE HA NIALMEHTA 103aTa HE MOKE /14 C€ IIPFIIOKH TIEPOpasHo,
TpaOBa Na 3aMouHe MHTpaBeHo3Ha Tepanus ¢ 0,05-0,10 mg/kg/nuesro mon dopmata Ha
HEMpeKbCHATa 24-4acoBa HHQYY3HA.

[IpodHnakTHKa Ha OTXBBLPISHETO HA TPAHCILIAHTAHTA — €N, [IEPOPATHO A03HPAHE
TpaGsa na ce npunara vauanHa nepopansa nos3a ot 0,30 mg/kg/nuesro, pasnenena va nga
npuema (Hanp. CyTpHH H Bevep).

[IpodunakTHEa Ha OTXBBPISHETO HA TPAHCIUIAHTAHTA — AELA, HHTPABEHO3ZHO JIO3HPAHE
AKO KIHHHYHOTO CHCTOAHHE Ha NALMEHTa He MO3BOJISBA MepopasieH npHemM, Tpsabsa Jia ce
NPHIOXKH HauaTHA HHTpaBeHosua aosa 0,075 - 0,10 mg/kg/nuerno noa ¢opmara Ha
NPOAL/DKHTENHA 24-4acoBa MH(Y3HA.

AnantupaHe Ha 203214 B IEPHOAA CNIE/I TPAHCIUIAHTANAA IPH BBIPACTHH M ACUA

Obuknoseno aosure Iporpad) ce NOHWXKABAT B NEPHOA CNIE] TPAHCILTAHTALUMA. B HAKOHM ciayvan
€ BB3MONKHO [12 CE CIIPE CHITBTCTBALIATA HMYHOCYIIPECHBHA TepAlus ¥ Ja Ce CTHrHe 10 Da3upaHa
Ha [Tporpad apoitsa Tepamus. [TomoGpeHHETO Ha CHCTOAHUETO HA TIALIMEHTA Cle
TPAHCMUIAHTALKSITA MOKE Ja TpoMenH (apMakoKHHETHKATA Ha TAKPOAMMYC H J1a C& HAJIOMKH no-
HATaTHLIWHO AJANITHPAHE Ha 03aTa.

JleueHue HA OTXBLPJISHETO - BLIPACTHH H Aeia
OOHKHOBEHO 3a OBJTAJIABAHE SITH30MTE HA OTXBBPIIAHE C€ H3MONI3BAT YBEIHYEHH J03H
[JOMBABAINA TEPANHA ¢ KOPTHKOCTEPOHAM H BLBEXIAHE HA KPATKH KyPCOBE C




MOHO/TIONHKJIOHANHH anTuTena. Ako ce 3abenexar MpU3HALKH Ha TOKCHYHOCT (T.€ MoA4epTaHu
HEXKENAHH peakuuu — BIK pasaen 4.8), nosata Iporpag mMoske Gn pabea na ce noHwkM.

Ilpu npemunarane xbM JederHe ¢ [Iporpad To Tpa6ea pa 3anouHe ¢ HavaNHaTa nepopanya 1038,
Npenopb»uaHa 3a IbPBHYHA UMYHOCYIIPECUS.

3a HHpOPMALUKA OTHOCHO NPEMHMHABAHETO OT MKJIOCMOPHH KbM [1porpad BHXK mo-aouy:
“AjanTupase Ha AOIMPOBKATA MPH CIICIMQHYHH TIOMYIAMHA TALMEHTH™,

IpenophKH 3a Jo3upade OpH: Chpaeuna TPAHCHIAHTAIHS

[IpodHnakTika Ha OTXBLPIAHETO HA TPAHCIUIAHTAHTA — BE3PACTHH, IEPOPAITHO JO3HpALe
ITporpath Moxe na ce H3MOI3Ba 3a€HO ¢ HHAYKLMA Ha aHTHTENa (MO3BOIABALIO MO-KBCEH CTAPT
Ha TepanuaTa ¢ [Iporpad) WM anrepHaTHBHO, NPH KITMHUYHO CTAOWIHM MalMeHTH, Oe3
MHAYKUMS Ha aHTUTENA.

Cnen MHAYKLMA HA aHTHTENA nepopaisoTo jieyenue ¢ [porpad Tpadea aa 3anoune ¢ aosa

0,075 mg/kg/nHeBHo, pasnereHa Ha aBa lpuema (Hanp. cyTpuH u Beuep). [Tpunoxkennero Tpabea
J1a 3anoY4yHe a0 5 AHH CJIe] NPpHKTIOYBAHE HA onepauyara, BeaHara oM KIHHHYHOTO CbCTOAHHE
Ha NaluueHTa ce crabuiM3npa.

lipodunakruka Ha OTXEBPIAAHETO HA TPAHCINAHTAHTA — Bb3PACTHH, HHTPABEHO3ZHO JO3HpaHe
Ako nopaaH KNIHEHYHOTO CHCTOSHME HA MAIHEHTA MEPOPaIHUST NpHeM € HeBbIMONeH, Tpabea
Aa 3arroyHe HHTpageHo3Ha Tepanud ¢ 0,01 o 0,02 mg/ke/aHeBno noa dopmara Ha HeNpeKbCHATA
24-yacosa UH(Y3HA.

IlybnukyBaHa € anTepHaTHBHA CTPATErk, IPY KOATO [IEPOPATIEH TAKPOIMMYC CE MPHIIara B
paMkuTe Ha 12 yaca ciien TpaHcLIagTauuaTa. To3d noAxoA e 3ana3eH 3a nauHeHTH Oe3
($YHKLHOHATHH cMyluetus Ha oprann (Hanp. Ge0peyna aucdyHkups). B Takes cny4aii ce
M3I10JI13BA HAYAIHA [IEPOPANTHA 1033 TAKPOAUMYC 2-4 mg NHEBHO B KOMOHHALIMA ¢ MMKOjeHONaT
MO@QTHII H KOPTHKOCTEPOHOH HIH B ]{OMﬁlleaLlHH ChC CHPONHUMYC H KOPTHRKOCTEPOHIH.

[potunakTika Ha OTXBBPISHETC HA TPAHCIIAHTAHTA — AElA

Iporpag ce uznonsea ¢ Wik 6e3 HHAYKIMA HA AHTHTEA TIPH ChPASYHH TPAHCILIAHTALMH Ha
Aeua. Ilpu maimueHTH 6€3 HHOYKUMA HA aHTHTENa, ako Jedenurero ¢ [Iporpad 3anoune
HHTPAaBEHO3HO, MPENopBYBaHaTa Hauanua no3a e 0,03-0,05 mg/kg/nneBHo noa dopmara Ha
HelpeKbeHaTa 24-yacoBa HHQY3HA C LET A3 ¢ MOCTHIHE KOHLICHTpAIWs HA TAKPONHMYC B
kpbBTa 15-25 ng/ml. INaunentute TpAGBA fa NPeMHHAT KbM TEPOPANTHA TEPANMKHA BEAHATA [IOM
TOBa € KJIMHUYeCKH Bp3MOxKHO. [IbpraTa no3a oT mepopanHoTo neueHHe TpsOea na Obne

0,30 mg/kg nHerHo K ga Onae 3anouHaTa 8 710 12 yaca cien npeKparapaHe Ha HHTPABEHOZHOTO
NPHIOKEHHE.

Cnen HHAYLMpAHE HA AHTHTENA, ako Tepanuata ¢ [Iporpad e zanounara ¢ nepopaiHo
OpunoXkeHHe, Npenopb»uBaHaTa Hayanda go2a e 0,10-0,30 mg/kg/ qneeno, paznencHa Ha asa
npueMa {Hanp. CyTPHH H BEYEp).

AJanTHpaHe Ha N03UTE B IEPHOMA ClIEA TPAHCILIAHTAUMATA MPH Bh3PACTHH H Jield

O6uyaino noaure lporpad ce noHmkaeaT B neprona crnea TpascrnadTaunsta. ITogobpennero
Ha CBCTOAHMETO HA NALMEHTA B TO3M MEPHOJ MOKe A3 IPOMEHN (PapMaKOKWHETHKATA HA
TAKPOIIMMYC M MOXKE 14 C& HAJIOXKH MO-HATATHWHO aJanTHpaHe.

Jleuenne Ha OTXBEPISHETO — BE3PACTHH U Aena
3a OBTaAABaHE ENM30AWTE HA OTXBLPIIAHE Ce H3MON3BAT yBenuuenu 1034 [Iporpad,
JOMBJIHHTENHA TEPANHUA ¢ KOPTHKOCTEPOMM H BLBEIAAHE HA KPATKH KYPCOBE C
MOHO/TTOJIHKIIOHATHH aHTHTENA.

ITpy BB3pacTHH NaUHEHTH, peMuHany Ha Ilporpad, Tpadea Aa ce npuiIara HavyaTHA NEpopanHa
no3a 0,15 mg/kg/nuerno, paznenenu Ha 2 npuema (Hanp. CyTPHH H Beuep).




1Ipu mena, npemunany kum [porpad, Tpa6sa na ce npunoxku HauanHa nepopanda no3a 0,20-
0,30 mg/kg/nHeBHo, pa3neneta Ha aBa npuema (Hanp, CYTPHH M Beuep).

3a mHGOPMALHA OTHOCHO NMPEMHHABAHE OT IMKJIOCIIOPUH KbM [Tporpad Buk no-gomy:
“AnanTupaHe Ha A03aTa NPy CNEUMPHUHH NOMYAAlHH NALMEHTH ©.

IIpenopwkn 3a no3upane: JleueHne ua OTXBLpIASHE HA JPYTH AA0rpadTH

IIpenopwkuTe 32 JO3HpaHE P TPaHCILIAHTALMA HA §An Apos, NaHKpeac H uepsa ce fasupar Ha
LGaHHHTE OT OrPAHHHYEHH H3CNEA0BATENCKH KIMHHYHE NMpoy4eanus. [1py nauneHTH ¢
TpauncnnanuTupad 6an Apo6 Ilporpad e H3non3san B Ha4YanNHa nepopanHa ao03a

0,10 - 0,15 mg/kg/nHeBHO, MPH NAHMEHTH C TPAHCTINAHTHPAH MAHKPEAC B HAYA/IHA JHEBHA 1034

0,20 mg/kg/nHeBHO, a NpPH YpeBHa TPAHCINAHTALNSA - HAYATHA TIEPOPAIHA 1034
0,30 mg/kg/nnerno.

ApanTepane Ha JO3HPOBKATA UPH clcuHPHIHE HONYIALUH HAUKEHTH
Ha].[lfleHTP[ C Henﬂogpoﬁﬂa HEAOCTATEYHOCT

HPH MAlUHEHTH € TCKKA '-IBpHO,II,pOﬁHa HEAOCTATBEUHOCT MOXKE [a CC HATOKH [IOHHKCHHE HA
A03aTa ¢ LS Ja ¢€ NOAABPKAT KOHUCHTPAUMHUTE B KPBBTA B NPECHOPBYAHHA NTOPAIDBK.

[TaunenTn ¢ 650peyHa HEAOCTATHYHOCT

Trit kaTo papMaxOKHHETHKATA Ha TAKPONUMYC He ce Biuse oT GubpeuHata QyHKIus, HE Ce
Hajiara afantHpaHe Ha 1o3upoBkara. Bee nak mopaan HepoTOKCHYHHA MOTEHUMAN Ha
TaKPONHMYC C€ NPeTIopbUBa BHHUMATE/IHO MOHUTOPHpaHe Ha G1nOpeyuHaTa dyHKUMA
{BKJIFOYHTENTHO CEPHIHH CEPYMHM KOHUEHTPALMM HA KPEATHHHH, H3YHCICHHE HA KPEATHHHHOB
KJTHPBHC H MOHHTOpHpaHe Ha oDpazyBaHETO Ha YpHHa).

[MeanaTpuyHa nomynatus
OOMKHOBEHO T€3W NIALMEHTH ¢ HYKAAAT OT 103K 1% -2 MBTH M0-BHCOKH OT JO3WTE 3a
BB3PacTHH, 33 1a € NOCTHIHAT NOA0GHH KOHUEHTPALHH B KPBBTA.

[TaLHEHTH B cTApUYECKa Bb3IPACT
Hocera HAMa HANWYHKM NOKA3ATENCTRA, Ye TIPH MALHEHTH B CTAPYECKA BB3PACT € HeoOX0IHMO
afanTUpaHe Ha JO3HPAHETO.

[pemuHaBase OT [MKIOCTIOPHH

Tpabea na ce BHMMaBa, KOTATO IAUHMEHTHTE MPEMHHABAT OT (a3upaHa HA LMKIIOCIIOPHH Tepanus
KbM Takasa, Gasvpana Ha [Iporpad (Bwk paspenu 4.4 u 4.5). Tepannsra c Tlporpad Tpabea aa
3AMOMHE C/E] KATO Ce B3EMAT Npe B KOHLUEHTPALKHATE Ha LIHKIIOCMOPHH B KPBETA H
KAMHHUYHOTO CBCTOAHHE Ha HauuenTa. [IpH BHCOKN KOHIEHTPALMH HA IIHKIOCTIOPHH JIEUEHHETO C
flporpad Tpabsa pa ce 3abaeu. Ha npakruka To Tpabea na 3anoune 12-24 vaca cien
[PEKpATABAHE HA MKJIOCROPHHA. MOHHMTOPHPAHETO HA KOHIIGHTPAIIMSTA HA IIMKIOCHIOPHH B
KpbBTa TpafBa 1a NpoabMIXKM W Clel NpeMUHaBaHeTo KbM [porpad, Thi KaTo KIMPBHCBT HA
LHKIOCTIOPHH MOXKe 3 € TIOBITHAH.

IIpenopnkn 32 KORNERTPAHHTE B KPHLBTA, KOHTO TpAGBa Aa ce JOCTHrHAT
Josupopkara TpaGea npeau BCHYKO [1a € OCHOBAHA Ha KIIHHWYHATA TIPELIEHKA 32 OTXEBPIIAHETO H
[IOHOCHMOCTTA [IPU BCEKH OTHSIEH MALHENT.

C wen fa ce ONTHMK3IMPA I03MPAHETO CE TIPEANATaT Pa3THUYHH HMYHOAHATIHZH 3a ONpEAEnaHe
KOHUEHTPALHHTE HA TAKPOJIMMYC B KPBETA, BKIIIOYHTETHO H TIONYARTOMATHYEH EH3UMEH
HMyHoaHanu3 ¢ Mukpo4actiuM (MEIA). CpagHenuaTa Ha koHUeHTpauuuTe, yGmn '
JIHTEPATYpaTa ¢ HHAUBHIYATHHTE CTOHHOCTH B KTHHHYHATA MPakTHKA, TpAOEa 14




BHHMATENHO, KATO C& NO3HABAT H METOAMTE 32 AHAJM3, KOMTO CE M3ION3BAT B CLBPEMEHHATA
nabopatopHa NpaKTHKa. B chepemenHaTa KIHHHYHA NMPAKTHKA KOHUEHTPAUMHTE B KPHBTA CE
MOHHTOPHPAT, KATO C€ U3MOJI3BAT METOIM 32 HMYHOAHAITH3.

MHHEMa/IHUTE HHBA HA TAKPONIHMYC B KPLBTA TP:AOBA 1a C€ MOHHTOPHPAT [0 BpeMe Ha Nepuoaa
CNejl TpaHcraHTauaTa. [Ipy nepopaiHo npHaoKeHHe KPHB 3a ONPELETHE MUHHMATHH
KOHLICHTPALHK Ha TaKponumMyc TpabBa fa ce B3eMe okono |2 yaca cren npuema, TOYHO TIPE/IH
MpHeMa Ha cleaBawara 1o3a. YecTotaTa Ha MOHHTOPHpPaHe Ha HHBATA B KPbETA TPAOBA /ia ¢e
Oasnpa Ha knuHuraENTe HY WK, Toit kKaro [porpag e nexapcTBeH NpoayKT ¢ HHCBK KIMPLHC,
ajaNTHPaHETO KBM CXEMATAa Ha J03UMpaHe MOKE 13 OTHEME HAKOIKO JHH NMpeJu Aa ¢ MOABAT
NpOMEHH B HUBaTa B KpbBeTa. HuBata B kpbBTa TpaOBa fa ce onpenenar npubIM3NTENHO 2 MBTH
CEIMHYHO B PAHHWA NIEPUOJ C1EJ] TPAHCILIAHTALMATA H CJIEA TOBA NEPHOAMUHO [0 BPEME Ha
nofabp#anara Tepanys. Husata Ha TAKpOMMMYC B KPBBTa TPAOBA CHLIO 3 C€ MOHHTOPHPAT
Cre aganTHPaHe Ha 103aTa, IPOMEHU B MMYHOCYTIPECHBHATA CXEMA HITH clief] eJHOBPEMEHHO
MPHIOAKEHHE HA CyOCTAHLIMM, KOUTO MOTAT 14 POMEHAT KOHUEHTPALMHUTE Ha TAKPOIUMYC B
KpbBTa (BHXK pazaen 4.5).

AHanM3nTe HA KIAHHYHHTE POYYBAHMA NMOKA3BAT, Y€ MHOZHHCTBOTO TIAUWEHTH CE NOBIHABAT
YCTICIIIHO, AKO KOHUEHTPALMHUTE Ha TAKPOIHMYC B KPBBTA ce MoAabpkar noa 20 ng/mi.
HeoOxomuMo e 1a ce HMa NpeaBHa KIHHHYHOTO ChCTOSHHE Ha MAlMenTa, KOraTo ce
HHTEPIIPETHPAT HABATA B KPBBTA.

B knuHu4naTa MpaKkTHKA HHBATa B KPBBTa OOUKHOBEHO ca B nopaaska 5-20 ng/ml npu
PELIMITMEHTH C YEPHOAPOOHH TpaHCTUIaHTaHTH 1 10-20 ng/m] npu naumeHTH ¢ GrOpeunn U
CBPASYHM TPAHCINAHTAHTH B PAHHHA NEPHOA CNeA TpaHCIUIaHTanMaTa, BnocnencTeue, no BpeMe
Ha MOAABPKALIATA TEPAIHA, KOHLIEHTPAUHHKTE B KPLBETA Ca OT mopaabka 5-15 ng/ml npu
PEUHITHEHTH Ha YepHOOPOOHH, 6B0pedH: 1 ChpASYHH TPAHCIUIAHTAHTH,

HauuH Ha npanoskeHne

[Ipenoprusa ce nepopanizaTa AHEBHA 032 Aa Ce MPHIAra B ABa OTAENHH NpHeMa (Hanp. CyTPHUH
u Beuep). Kancynnre Tpaba na ce npHeMat BeaHara cnej w3Baxaaxe ot Snucrepa. IMaunenture
TpsabBa na ce ChBETBAT /ia He MONTLHIAT cywwrens. Kancynure Tpafea a ce npHeMar ¢ TEUHOCT
(3a npeanouMTane — BOAA).

Kancynute ce npruemat 06HKHOBEHO HA NPa3seH CTOMAaX WK MoHE | yac nmpeau uiu 2 — 3 vaca
cliel XpaHeHe, 3a Ja e MOCTUrHe MakcHMarHa abcopbiusa (euxk pazzen 5.2).

[TpoABIKHTENHOCT HA IPHEMA
3a 1a ce MoATHCHE OTXBBPSHETO Ha TIPHCAICHUA OpraH, HMyHoCYIpecusTa Tpalsa aa ce

[MoAABPKE, 3aTOBa HE MOXKE 1d C€ [IOCOYH OrpaHHHeHHE 34 IPOABIIKUTEIHOCTTA Ha IepOpanHoOTo
JIEYEHHE.

4.3 TIpoTusBenokazanms

CBPBLXUYBCTBHTETHOCT KBM TAKPOIHMYC HIH BPYTH MAKPOJIHAN.
CBpPbXYyBCTBUTETHOCT KBM HAKOA OT MOMOLIHHTE ChCTaBKK, M3Gpoenn B Touka 6.1,

4.4 CnenHadHA NpenynpekaeHHd H NPeNa3HH MEPKH NPH yIoTpeda

Ha6.III{),£[aBaHH €a JIEKapCTBCHH I'PEINKH, BKTHYHTE/IHO HEBHHMATEAHO, HEYMMLUIEHO HIIH
De3KOHTPONIHO 3aMecTBaHe HA JIEKAPCTBEHHTE POPMH Ha TAKPOIMMYC ¢ ne3abaBHO

0CBOOOIKAABAHE ITH C YALDKEHO 0cBOOMiaBaHe. ToBa e IOBENO A0 NPoABa Ha CepH
HEKeIAHK CLOUTHA, BKNIOYHTENHO OTXBEP/IAHE HA TIPHCAIKATA HITH Ha IPYTH He




peakLM, KouTo OMXa MOTTIN [a €A CIIECTBHE KAKTO HA HEJOCTATHYHA SKCNO3MUMA Taka U Ha
CBPBXEKNO3HIINA Ha Takponumyc. [TanuenTuTe TpabBa 1a ce NeKyBar ¢ e/iHa OT JIEKaPCTBEHHTE
(opMH Ha TAKPONUMYC, LIPH CMA3BaHE Ha CHOTBETHATA AHEBHA CXEMa Ha TIPIIATaHe; IIPOMAHA Ha
JekapcTeeHara opMa MM Ha CXeMaTa Ha TIpEIarate TpsGsa 1a ce NpagM ¢amo 1o/
HENOCPECTBEHO HAOMIOISHHE OT CIELMATHCT TPAHCIUTAHTONON (B&K. ToUkH 4.2 u 4.8).

[lo BpeMe Ha HAYANKMA NEPHON CIEX TPAHCIUIAHTALIMATA Py THHHO TPSGBa Ja ce MOHHTOPHPAT
C/IeRHHTe NOoKa3zaTen: KpeBHO HandraHe, EKI', nespomoruden u odyeH ctaTye, KOHLEHTpaLHa Ha
TTHOK03a B KPBBTa Ha MAHO, JICKTPONTHTH ([I0-CNeLMANHO Katui), (hyHKIHOHAIHH
yepnoapobHn 1 6x0peyuny NpodH, XeMaToTOrHYHH NAPaMETPH, KOAryAalHOHHH CTORHOCTH H
ONpe/IeNIAHS Ha TTa3MeH NPoTerH. Ako ce HabMIoNaBaT KIIHHHYHO PENeBaHTHH HPOMEHH, TpAGBa
Oa ce UMa MpeABKA aJanTHPaHe HA HMYHOCYTIPECHBHES PErKMM.

BerecTra ¢ moTeH1HAN 33 BIAMMOIEHCTBHE

Wuxuburopn nim unayktopi Ha CYP3A4 tps6Ba na ce npiiarar eJHOBpeMEHHO ¢ TAKPOIUMYC
CaMO CNe KOHCYNITAUMA CBC CIIELHANMCT TPAHCTUIAHTONOT, TIOPaaH MOTEHLMANA 32 IEKAPCTBEHH
B3aMMOJICHCTBHUA, BOACILM 10 CEPHO3HH HEKENAHH PEaKLHH, BKIKUHTENHO OTXEBPISHE HH
TOKCHYHOCT (BX. Touka 4.5).

Huxubumopu na CYP344

Cepnbrereamara ynotpeba Ha uHxubHTOpy Ha CYP3A4 MOXe /1a NOBHILM HUBATA Ha
TaKPOIHMYC B KPBBTA, KOCTO MOME 1a JI0BENIE A0 CEPHO3HH HEXEIAHH PEaKLHH, BKNIOYMTETHO
He(POTOKCHYHOCT, HEBPOTOKCHYHOCT M yabkaBane Ha QT untepsana. [Tpenopsusa ce
u3bArBane Ha CBITBTCTRAILATA ynoTpe6a Ha CWIHU HHXUOKHTOpU Ha CYP3 A4 (xato Hanpumep
PHTOHABHP, KOOMLIMCTAT, KETOKOHA30M, HTPAKOHA3O, N03aKOHA30/, BOPHKOHA3O,
TEAUTPOMHIIHH, KIAPUTPOMHLIMH WM HO3AMULIMH) ¢ TAKponUMYycC. Ako He Moe Ja ce uzberne,
HHBATa Ha TAKPOJIMMYC B KPBBTA TPA0BA 1a ce MOHUTOPMPAT YECTO, KATO CE 3aM0MHE Npe3
TBPBHTE HAKOJIKO AHM OT €IHOBPEMEHHOTO NPHIOKEHHE, MOA HabIIOACHHETO Ha CIEIHaNHCT
TPAHCILNAHTOJIOr, 32 Ja Ce aflanTHpa 103aTa Ha TAKPOIHMYC, aK0 € MOAXOAAMIO, 32 MOUThpKaHe
Ha MOCTOAHHA EKCMO3HIIKA Ha Takpoaumyc. bebpeunara ¢yukuns, EKI, srarouwnrento QT
UHTEPBATHT M KIHHHYHOTO CBCTOAHME HA NALMEHTA CHIIO TPAOBA /14 ¢& MOHHTOPHPAT
BHUMATEJTHO.

ApanTupaHeTo Ha J03aTa TPAOBA @ ce OCHORARA HA HHAMBHAYAJNHOTO CHCTOAHME HA BCEKH
nauueHT. Moxe aa ce HanoxkH HezabaBHO HAMANABAHE HA A03aTA KbM MOMEHTA Ha 3alodBaHe Ha
NeHeHHeTo {BXK. Touka 4.5).

[Io noaoden nauun npexpaTaBaHETO Ha TIpENaraHeto Ha uHxubutopy Ha CYP3 A4 moxe na
MOB/IHAE BLPXY CKOPOCTTA HA META0OIM3HPAHe HA TAKPONMMYC H TaKa Ja JOBeae A0
cyb6TepaneBTHYHH HHBA HA TAKPOTHMYC B KPLBTA, IOPAAM KOETO CE HIHCKBA BHUMATETHO
MOHHTOPHPAHE H HAaOJTIOIEHHE OT CNELHANUCT TPAHCILTAHTOIOT.

Huoyxmopu na CYP344
CenbreTBanara ynorpeba ¢ unaykrops Ha CYP3A4 Moke a MOHIGKH HHBATA HA TAKPOIHMYC B
KPBBTA, KaTO NOTCHLMANHO YBENHYH PUCKA OT OTXBHPIIAHE HA TpaHcIUianTanTa. [Ipenopryea ce
u30AreaHe Ha CHITBTCTBALIATA YNoTpeba Ha CHIHH HEAYKTOpH Ha CY P3A4 (kaTo Hanpumep
pudamMnuumH, GeHUTOHH, KapGamaszenuH) ¢ TaKPOITHMYC. AKO HE MOsKe /1a ce H30erHe, HUBATA Ha
TaKpoJIMMYC B KPBBTa TpAGBa /1a ce MOHUTOPHPAT YECTO, KATO CE 3aMOUHE NPE3 MEPBHTE HAKOIIKO
AHH OT €IHOBPEMEHHOTO MMPHIIOKEHHE, TOA HAOMIOASHHETO HA CNIELIMANHCT TPAHCTLTAHTONIOT, 32
Na ce ananTHpa 03aTa Ha TAKPOJIMMYC, aK0 & HeoDX0JMMO, Taka Ye Jja ce MOUThprKa MOCTOAHHA
€KCIO3HIUHA Ha TaKponumMyc, (DYHKLHATA HA NpHCcafKaTa ChIlo TPAOBA 13 ce MOHHTOPH
BHUMAaTENHO (BXK. ToUKa 4.5).




1Io mogo6eH HaUMH NpeKPaTABAHETO Ha NPWIAraHeTo Ha unaykropu Ha CYP3 A4 moske na
NIORNTHAE BBPXY CKOPOCTTA HA MeTabONH3UPaHE Ha TAKPOIMMYC H TaKa Ja J0Beae 10
CynpaTepaneBTHYHH HHBA Ha TAKPOIHUMYC B KPBBTA, NMOPaIH KOETO C& M3HCKBA BHUMATENHO
MOHHMTOPHpAHE W HaDMIOJEHHE OT CHELHAIHCT TPAHCIIAHTONIOT.

P-znuxonpomeun

Heoﬁxo;mmo € NOBHLIEHO BHUMAHHKHE, KOTATO TAKpOJIHMYC CE npuaara e THOBPEMEHHO C
NEKApPCTEA, KOUTO unxnﬁupa’r P-FJ]HKOHPOTGHHEI, ThH KATO MOME JAd Bb3HHKHE NOBHILIABAHE HA
HWBATa Ha TakponuMmyc. HHBaTa Ha TAKPOJNMMYC B USTA KPBB M KITHHHYHOTO ChCTOSHKE Ha
nauueHTa TpabBpa Aa ce HabIonaBaT BHUMaTenHo. Moke Aa ce HATOWH KOPHTHpPAHE Ha 103aTa
TAKPOIMMYC (BK. TouKa 4.5).

Pacmumennu npodyxmu

PacTuTeTHH NPOAYKTH, ChALPKALLM KBIT KaHTapuoH { Hypericum perforatum) WM 1pyru
PACTHTENHH MPOAYKTH, TpAOBA fa ce u3BATBAT Mo BpeMe Ha rpueM Ha [Tporpad nopaau pucka ot
B3aHMOAEHCTBHSA, KOHTO BOJAST HIH JI0 [OHIDKEHHE HAa KOHLEHTPAUMATA HA TAKPOJIMMYC B KPbBTa
H [0 HaMaNABaHe Ha KITHHHYHUA MY ¢(eKT, WK 10 OBUILEHWE HA KOHLIEHTPaLUMHTe Ha
TAKPOIHMYC B KPBBTA H PHCK OT TOKCHYHOCT Ha TakponnuMyc (Bx pasjen 4.5).

Hpyau ezaumodeiicmeus

KoMOWHHPaHOTO APHIOIKEHHE Ha LIAKIOCTIOPHH W TAKPOJIUMYC TPAOBA a ce H30ArBsa U Ja ce
BHHMAaBa KOTATO TAKPOJIMMYC CE MPHIIAra NpH NalHEHTH, KOUTO MPEAH ¢a NoNy4YaBand
IHKNOCTIOPHH (B, Touku 4.2 u 4.5).

Tpabsa na ce u30area npueMa Ha BHCOKH JIO3H KA WK KAIMHA-CbXpaHsBallld JHYPETHLH (BXK.
Touka 4.5).

Hsixon koMOHUHALHH Ha TakpOaUMYC C IEKAPCTEA, 32 KOWTO € W3BECTHO, Y€ MPHTEKARAT
HEBPOTOKCHYEH eexT, MOKE Aa MOBHIIAT PUCKA OT Te3H epekTH (Bx. Touka 4.5).

BakciHupane
HmyHocynpecuBHUTE CpeicTBA MOXKE 14 NOBJIMSAT OTTOBOPA KbM BAKCHHALMS M BAKCHHALMATA

TI0 BPEME HA NIEYEHHE C TAKPOIHMYC MOsKe 1a Oblie mo-Manko edexrura. Ynorpebara Ha #uBH,
aTeHIOMPaHK BAKCHHHU TPAOBa a ce u3bArea.

HedpotokcuuHoct

Taxponaumyc moxe Ja nopeae 0 HapyueHue Ha HpOpeynarta GyHKIMA NPH NALUMEHTH Ce
TPaHCIUTAHTALHA. be3 akTHBHA UHTEPBEHLHA, OCTPOTO OBOPEUHO YBpEXKIAHE MOKE /18
nporpecupa 1o xpoHuuHo 6s0peyuno yBpeskaane. [lanuenT ¢ Hapywena 650peyHa GbyHKUHA
TpAOBa Ja ce npocnefsBaT BHUMATENHO, Thil KATO J03aTA HA TAKPOIUMYC MOKE Ja €
Heo0X0aMMO fa ce HaMalnd. PUCKBT 0T HehPOTOKCHYHOCT MOJKE Ja Ce IOBHLUH, KOraTo
TaKPONUMYC C& MpUJIara eIHOBPEMEHHO ¢ JICKAPCTBA, CRLP3atu ¢ HepoTokeHuHoCT (BiK.
touka 4.5). Tpadea na ce u3bATBa eqHOBpeMeHHaTa yroTpeQa Ha TAKPOIMMYC ¢ JIEKAPCTBA, 3a
KOWUTO € U3BECTHO, Y& MPHTEKABAT HedpoToKCHUHH edexT. Koraro eaHoBpeMeHHOTO
NPUIIOKEHHE HE MOXKeE J1a ce i3berne, Hail-HUCKOTO HHBO HA TAKPOIIHMYC B KpbBTa H 0s0petuHaTa
byHruna Tpabea fa ce CIendT BHUMATENHO H JIa ¢e 0OMHCIH HaMaNABaHe Ha J03aTa, aKo
Bb3HHKHE HepOTOKCHYHOCT.

CTOMAaNIHO-YPEeBHH HAPYINIEHHS




Ilpy maumenTH, JeKyBaHH ¢ TAKPOMHMYC, ce choDLIARA 32 CTOMALIHO-UperHa nepdopauus. Trit
KaTo CTOMAaLIHO-4peBHaTa nepdopalns € MeIUIIHHCKH 3HaUUMMO CBOMTHE, KOETO MOXKE a [IOBEAE
J0 HUBOTO3aCTPAIUABANLD HIH CEPHO3HO ChCTORHHE, TPAORA /13 ce HMa NpeaBH aAeKBaTHO
NeyeHue, He3abaBHO cNell HACTHIIBAHE HA CYCIIEKTHH CHMITTOMH HIIH IIPH3HALIA.

Tbi KaTO HUBATaA HA TAKPOAHMYC B KPBBTa MOKE 3HAYHTENHO 1A CE MPOMEHAT 10 BPEME Ha
AWaphs, ¢ MpenopbYBa H3BBHPEIHO MOHHTOPHPAHE HA KOHLIEHTPAIIMMTE MY B KPHBTA 110 BpeME
Ha AHapH4.

Cobpaeunyn HapyIneHus

B peaxu cnyuan ce nabaroaBar BEHTPUKY/IApHA XUNEPTPodKs MM XKUNEPTPOPHS HA CENTYMa,
ChOOIIABAHM KATO KAPAHOMHOTIATHH, [loBedeTo ciyuau ca 06paTHMH H Ce Cpelat Haii-Beye npH
Aeua ¢ KOHLEHTPAUHH Ha TAKPONMMYC B KPbRTA MHOTO [TO-BHCOKH OT MpeNophYaHHTe
MAKCHMAITHK HUBA. JIpyri hakTopy, KOUTO YBENTHUABAT PHCKA OT TE3H KIIHHMYHH ChCTOSHHS,
BKJIFOUBAT ChILECTBYBANLO MPE/IH TOBA ChpaeYHo 3abonsBaHe, ynoTpeba Ha KOPTHKOCTEPOHAM,
XMepToHud, 6R0peuHa Wik YepHoapoSHA bYHKUMOHANHA HEFOCTATEYHOCT, HHOEKIIHH,
NpeToRapBaHe ¢ TEUHOCTH H eaeM. B chrnache ¢ ToRa NallHEHTUTE ¢ BUCOK PHCK, 0COOEHO MATKH
Agla ¥ TAKHBA, KOHTO €a MOJ1yHaBAIH 2HAYHTEIHA HMYHOCYTpecHs, TpI0Ba 1a ¢¢ MOHHTOPHPAT ¢
nomMoiiTa Ha exokapadorpadus ni EKI npenu u cnea TpaHcnnanrtaniara (Hanp. B HA4anoTo Ha
3 Mecewia H caesl ToBa ha 9-12 mecena). AKO ce pa3sBUST aHOMAJIHH, TpAOBa 1a ce HMa [pe/iBu
MOHKWXEHHE Ha poaure ITporpad HmH cMAHA Ha JIEUEHHETO € IPYTO HMYHOCYPECHBHO CPEACTEO.
Takponumyc moxe aa yaemka QT unTepraia v Moxke aa npuuunn Torsades de pointes.
Creuganuso Tpabea fa ce BHMMaBa NPH NALEEHTH C PUCKOBH (hakTopH 3a yabmkaeaHe Ha QT
MHTEPBaY, BIUTFOUHTETHO MALKEHTH ¢ JTM4HA WiH GaMuiHa aHamHesa 3a QT ynsmkasane,
KOHTECTHBHA CHPAEYHA HEZOCTATEYHOCT, OpaHapHTMHH H €NEKTPOJIMTHH HApylleHHA. Tpabsa
Aa ce oOpBIa BHAMAHHE CBIIO U P IALHEHTH, JHATHOCTHLMPAHA ChC WIIH CYCTIEKTHH 34
CHHIpPOM Ha BpofteH yawmked QT untepean unu npugoduto QT yab/kapaHe, WIH DAlUEHTH Ha
CBNBTCTRALLD JIEYSHHKE C JIEKAPCTBA, 38 KOHTO ¢ 3Hae, 4e yamnkapar QT unreprana,
Npean3BHKEAT CACKTPOJIHTHA HAPYUICHHA HJIK Y€ YBCAHYABAT SKCITOZMLUHATA Ha TaKpOJIHMYC
{BK. TOUKa 4.5).

HumdronponudepaTHBHH HApYNIEHHS H 310KA4ECTBEHW HOBOOGPA3YRAHKA

Cwobmasa ce, ye mpH DanuenTy, nexyeanu ¢ [Tporpady, ce passuear cesp3any ¢ Enmaiin-bap
supyc (EBV) mumdonponndepaTtuein napyienus 1 apyru anokavecTeenH 3abosIsBaHus,
BKJIIOUHTEMHO PAK HA KO:KaTa n capkom Ha Kanown (Bx. Touxa 4.8),

[lauuenTute, npeMuHaTH KbM Tepanus ¢ [lporpad, He TpsOBa eIHOBPEMEHHO 1A TIONYYABAT H
aHTHIUMPOLMTHO Nlewenne. Croliaea ce, ue npu MHOTO MaIKHTe (roa 2 roauHy), EBV-VCA
(Epstein-Barr viral capsid antigen) oTpHiiaTeNHH Ielia MMa YBEJIHYEH PHCK OT Pa3BUTHE Ha
nmuMbonponudepaTHBHN HapyuieHHa. [Topaau ToBa, B Ta3M rpyna MalMeHTH, NPl Aa 3anoyHe
neqenuero ¢ [Mporpad TpaGea 1a ce npoBenat ceponorndsn uicneneanus Ha EBV-VCA. ITo
BPEME HA JIEYSHHETO CE MPEnopbuBa BHUMATEIHO MonuTopupane ¢ EBV-PCR (EBB-
nonuMepasHa Bepuw:kHa peakuud). [onoxkurenen EBV-PCR moxe na ce vabnioaaea B
MpOABNKEHHE HA MeCceLH | cam no cebe cu He roeopn 3a numponponudeparusHo 3abonseane
HIH TaMBoM.

Capkom Ha Kanouiy, BRIIOUHTENIHO Ciy4as ¢ arpecHBHH GOpMH Ha 3a00RABaHETO H NETAIEH
M3XOJI, C€ ChODILABa TIPH NAaLMEHTH, NONYY4Ball1 TakpoaumMyc. B HAkou ciy4au e HaGmoxasaxa
perpecHs Ha capkoMa Ha Karown ciiea HaMansBaHe HHTEH3IWTETa Ha UMYHOCYTIpecHsTa.

Kakro NpH APYTHTE HMYHOCYIIPECHBHE CpeacTBa, Mopaad NOTCHUHATHHA PHCK OT
ATOKAYECTBEHH KOXHH NPOMCHH, CKCTIOZUIIHATA Ha CITPHYEBA CBCTITHHA H UV n




OTpaHH4H YPEe3 HOCEHE HA 3AUIMTHO 0ONEKNO # YIOTpeda HA CALHIE3AIIHTHE CPEICTBA C BHCOK
¢axrop.

KakTo ¥ npH ApyrHTE MOLLHH MMYHOCYTPECHEHH CheIHHEHUS, PHCKBT OT BTOPHYEH PaK ¢
HEH3BECTEH.

CuunpoM Ha ocTepyopta obparrma ednedanonaths (PRES)

Hma crobluenua 3a pasBHTHE HAa CHHAPOM Ha MocrtepuopHa obpatuma entedanonatus (PRES)
NPH NALMEHTH, TEKYBAHH ¢ TAKPOIHMYC. AKO NALMEHTH, NMPHEMAIIH TAKPOAHMYC, PA3BUAT
CHMIITOMH, Hacouraly KbM PRES, kato: rnaroGonue, yspeneHo yMCTBEHO ChCTOSIHUE, MBPHOBE
H 3PHTEITHH HApYILICHHS, Tpatea fa Ople HaNpaBeHO paaHOTOru4HO uscneaeade (Hanp. AMP).
Axo 6nae muarnocTunupad PRES, ce nperopbusa afiekBaTen KOHTPO HA KPBHOTO HAMAraHe H
rLPY0BETE M HE3a0aBHO NPEKPATABAHE HA CUCTEMHO MpuUiaranud TakpoauMyc. [oseueto
NALHEHTH CE BB3CTAHOBABAT HAIIBAHO Clle/l NPHIIaraHeTo Ha MOXOMAIH MEPKH.

Hapywiesna na ounre

Hapyuienns na ounrte, noHAKora nporpecupany 1o 3aryba Ha 3peHuero, ca chobLaBaHu npu
NAUHEHTH JeKYBaHHM, ¢ TAKPOJUMYC. IIpy HAKOH CiTy4aH ce cbobiyaBa 3a Bh3CTAHOBABAHE MPH
NpeMHHABAHE KbM ANTEePHATHBHA HMYHOCyTIpeci. [launenTure TpaGea 1a ObaaT ChBETBAHM A2
CLODLIABAT 3a IPOMEHU B 3PHUTEITHATA OCTPOTA, IPOMEHH B HBETHOTO 3PEHHE, 3aMBIJIEHO 3peHue
HIH Je(eKTH B 3PUTENHOTO NOJIE H B TAKHBA C/Y4au ce npenopryea He3abasHa OLEHKa ¢
HACOYBAHE KbM OTANMOJIOT, AKO € NOBXOAALIO.

HHdexumn, BRIIOYHATETHO ONOPTIOHUCTHYHY MHDEKIAM

[NaumneHTH, Ha KOUTO Ca NPUAAraH| UMYHOCYIIPECOPH, BITFOUNTeNHO [Tporpag, ca nanoxedu Ha
NIOBHIIEH PHCK OT HHEKUMH, BKIIOUHTENHO OTIOPTIOHHCTHYHH HHOEKUMH (6aKkTepuaiim,
rbOMYHH, BHPYCHH M NPOTO30iiHK), HanpuMep CMV undekuns, nedpponarus, npuunnena ot BK
BHPYC H NPOrpecMBHa MynTUdokanHa neskoeHuedaionarus (PML), npuannena ot JC supyc.
[NanMenTrTe ca HANOKEHY CHIIC HA MOBHINEH PUCK OT UHGEKLUMH ¢ BHPYC Ha XenaTHT (Hanpumep
peakTHBaumA H de novo vabexuma ¢ xenatur B u C, kakro u xenaTtut E BHpYC, KOHTO MOXeE 1a
cTaHat XpoHHUuHH). Te3n HHpEeKLUK 4ecTo ca CBBP3aHH ¢ BHCOKO 001I[0 HMYHOCYMPECOPHO
HaTORapBaHe H MOTAT J1a AOBCIAT A0 CEPHO3HH WM daTanti 3a609BaHus, BKIFOYHTEIHO
OTXEBPASHE HA TIPHCAIKATA, KOUTO JIeKapuTe TpAOBA J1a MMaT npeisni B aHdepeHIHANHATA
JHArHO3a MPH HMYHOCYNIPECUPaHH MALMEHTH ¢ BAOLIABANIA CE YePHOAPOOHA WITH GROpeuHa
(YHKIHA WIH HEBPOJIOTHYHHA CHMITTOMH. 32 NPeBEHIA H OBAA/1ABaHe Ha BH(EKUHHTE Tpa6Ba Ja
C€ C/IE/1BAT CHOTBETHUTE KIIMHMYHH PEKOBOJCTRA.

TpomboTHyHa mukpoanrsonatus (Thrombotic microangiopathy TMA) {BKItOuMTENHO
XeMOJIHTHYeH ypemuuen cunapom (Haemolvtic uraemic syndrome HUS) 1 TpoMOoTHYHA
TpoMbonHTonendyna mypnypa (Thrombotic thrombocytopenic purpura TTP)

Huaraosata TMA, pxmountenHo TpoMGoTHUHA TpoMOoumMTonenyyuna nypuypa (TTP) u
XemonurHyeH ypemudeH cuiapom (HUS), noxskora soaetua no 616pevna HeAOCTaTBYHOCT HAH
JIETANCH H3X0A, TPHGBEI Ja ce HMa I'[peI[BPlI{ l'IpH NAUHMCHTH C XeMQIHTHYHA AHCMHA,
TPOMOOLIMTONEHHS, YMOPA, IPOMEH/IMBH HEBPOJIOTHYHH MPOABH, GROPEUHO yBpexKIaHe 1
NOBHLICHA TeMIepaTypa. Ako ce auarHoctuunpa TMA, e Heobxoaumo HezabaBHO neyeHue 1
TpAbBa Ja ce OOMHCIM CNHpaHE Ha TAKPOAMMYC 10 IPELEHKA Ha NEKYBALLNs NeKap.

CeneTCeTRAIOTO NPHIOKEHHE HA TAKPOJIMMYC ¢ HHXMOHTOp Ha TapreTa 3a panaMULMH [Py

Hozalinmuy (mTOR) (Hanp. cHPOMTHMYC, €BEpPOIMMYC) MOXKE 14 MOBULIK PUCKA OT TPOMBOTHYHA
MHKPOAHIHONaTHA (BKITIOUHTENHO XEMOJHTHYCH YPEMHYEH CHHAPOM W TPOMOOTHHH,
TPOMOOLHTONCHUYHA My pPIypa).

&
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Yucra annnazua Ha eputpountute (PRCA)

Cpobmenn ca cayyan Ha yucTa arnasua Ha eputpountute (PRCA) npu naunenTy nexysans ¢
Takponumyc. Beuukure nauwentH crobmasar 2a puckoeu gaktopu 3a PRCA, kato HH(pEKIHA ¢
napeoupyc B19, cembreTBaino 3abonfeaHe MK ChITBTCTBAINO JCUCHHE, CBBp3Banu ¢ PRCA.

Crennanus nomyaaumuu
ColnecTrysa OrpaHHUeH OMUT NMPH MALHEHTH, pa3inuHK oT GA7aTa paca, H NAlHEHTH C [OBHIIEH
MMYHOJIOTHY€H PHCK (Hanp. peTpaHCIUIaHTauus, JAHHH 32 MAaHEN PeakTHBHH aHTHTeNna, PRA).

[1pH MauHeHT! ¢ TeXKO JepHOAPOOHO YBPEHIAHE MOXKE 18 € HeoOX0AMMO HAMANABAHE Ha
ao3ata (Bx. Touka 4.2)

IloMolIHY BelecTRa

Twii karo Tporpad) ceabpika NaKTO3a, IALMEHTH ¢ PEAKK HACIEACTBEHH NPOGIEMH Ha
HEMOHOCHMOCT KBbM Ta/1aKT03a, ITBJACH 1aKTa3eH AeQULHT HIH MII0K030-rajlakTo3Ha
manabcopOiiHa He TpAOBa Ia MPHEMAT TOBA JISKAPCTBO.

[lewaTapckoTo MacTWIO H3MOI3BAHO 3a MapKupaHe Ha kancyaute [porpad chaspka coes
NeuutyH, [IpH NaMeHTH, KOMTO ca CBPBXUYBCTBHTENTHH KBM (PBCTBUSHO MACIO HIH COA, TPAOBa
Na Ce OLIeHH PHCKA M TEHECTTa Ha PEaKLHATA HAa CBPBXUYBCTBHTETHOCT CPEILy MOM3aTa OT
u3nonseane Ha [Iporpad. Toea nekapcTeo chOBpIka Mo-Mako OT 1 mmol Hatpuii (23 mg) Ha
KaICyJia, T.e. MOMKE ] C& KaxKe, Ye NPaKTHYECKH He ChBpiKa HATPRil.

4.3 BiaumogeiicrBus ¢ ApYrH JJeKapcTBeHHR DPOAYKTH H ApYrd GopMA Ha
BIAHMOJEHCTBHE

MeTtabonHTHH BIaUMOIEHCTRUA

CHCTEMHO HATHYHKUAT TAKPONEMYC ce MeTabom3upa upes YepHoapoOuus CYP3A4. Uma
T0Ka3aTe/ICTBa CBLIO M 33 CTOMALHO-upeBeH MeTabonissM dpes CYP3A4 B upeBHaTta cTeHa.
CemeTcTRalAaTa YNIOTPEDa Ha TIEKAPCTBEHH WM PACTHTENHH NPOAYKTH, KOHTO HHXHOMpAT WIIH
uHayuupat CYP3 A4, Moxe na BIHse BBPXY TAKPOJIHMYC M Ype3 TOBA a YBENHYH WK 1a
HaManH KPEBHHTE My HHBa. [1o mopofen HauWH NpexpaTABRaHETO HA MPUNAraHETO HA TaKHBA
NPOIYKTH MM PACTUTEHH JIEKAPCTBa MOXKE 1 MOBNHAE BBPXY CKOPOCTTa Ha MeTabonu3HpaHe
Ha TAKPOJIHMYC, 2 OTTaM M BbPXY HHBATa HA TAKPOJIIMMYC B KPBETA.

DapMaKOKMHETHYHHTE [TPOYYBAHUS TOKA3BAT, Ye MOBMINIABAHETO HA HUBATA HA TAKPOJIHMYC B
KPBBTa, KOraTo ce npyuiara eTHOEpeMeHHO ¢ HHxuOuTopu Ha CYP3 A4, ¢ pe3yNTaT OCHOBHO OT
TMIOBHILIABAHETO Ha MEpOpaiHaTa OMOHATHYHOCT Ha TAKPOJIHMYC, KOETO ce AB/UDKH Ha
HHXHOMPAHETO HA TACTPOMHTECTHHATHUS MeTA0OMHIBM, EQCKTHT BbpPXY UepHoapoOHHA KTHPBHC
e no-cnabo u3paseH.

Cunro ce npenopbuBa BHUMATETHO MOHHTOPHPAHE HA KOHUEHTPALIMHTE HA TAKPOJIHMYC B
KPBBTA 01 HAOMOACHHETO HA CTICLMATIHCT TPAHCIUIAHTOION, KAKTO H MOHWTOPUpaHe Ha
dyHKUMATA Ha NpHcagKkara, yaswkasaHeto Ha QT uurepsana (¢ EKI), 6u6peunara GyHKUNS K
APYFH HEXENAHH PEAKLIHH, BKJIIOUHTETHO HEBPOTOKCHUHOCT, KOTATO c€ U3MO0J3BAT
€/IHOBPEMEHHO BELIECTBA, KOHTO MOXKE Jia npomeHaT MeTabonusma Ha CYP3A4 u n1a ce
aJIATUPA HITH MPEKBCHE /103aTa HA TAKPOJTHMYC, aKO € TIOAXOAALLO, 32 A c€ MOMTBbPKA CXO0IHA
EKCNO3HUMA HA TAKpONUMYC (Bk. ToukH 4.2 1 4.4). TIo nonobeH HauHH NaLUeHTHTE TPAOBA J1a ce




KOWTO BJAHAAT Ha CYP3A4, Thi Karo edexTHTE BHPXY SKCIMOZHLUMATA HA TAKPOIHMYC MOJKE 1A
OBJaT YCHIEHY WK HAMAIEHH,

JlexkapcTBeHHTE IPOAYKTH, KOHTO HMAT eeKT BBPXY TAKPOTHMYC, Ca OoCo4YeHH B Tabnruara no-
Aony. [IpumepuTe 3a TeKapCTBEHH B3AHMOACHCTRYS HAMAT 34 Lea 13 ObaT H3UePraTeHH WK
BceoOXBaTHH M NMopaiy Tosa TpadBa Aa ce HAaNpaBH CMIPABKA ¢ KPATKATA XaPaKTEPHCTHKA Ha
NIPOAYKTA HAa BCAKO JIEKApCTBO, KOETO Ce IIpHNara SAHOBPEMEHHO ¢ TAKPOIHMYC, 38 HHpOopMarius,
CBBP3aHa ¢ TETA HAa MeTaDONU3MpPaHe, MbTHIATA HA B3AHMOEHCTBHE, OTEHUHAIHUTE PUCKOBE M
KOHKPETHHTE ASHCTBHA, KOUTO Ja OBIaT MpeaNpHETH NO OTHOILEHHE Ha €JHOBPEMEHHOTO
MPHICXKEHHE.

JlexapcTBEHH NPOLYKTH, KOUTO MMAT eheKT BBPXY TAKPOIHMYC

Knac wnn umMe Ha
NeKapcTEOTO/BEILIECTROTO

Edexr Ha nekapcTseHo
B3auMocicTrHe

Ipenopekn OTHOCHO
€1HOBPEMEHHOTO
[PHIOKEHHE

Mose 1a ce nopHIIAT Haii-
HHCKHMTE KOHLIEHTPALM Ha
TAKPOIHMYC B 114714 KPBB H
Ja ce YBENHYH PHCKBT OT
CEPHO3HH HEXENAHH
PEaKUMH (HarmpHmep
HEBPOTOKCHYHOCT,
yabmkaeaae Ha QT
MHTEpPBANa) [,

mouka 4.4].

['peitndpyT Win cok ot
rpeindpyT

Jla ce u3barea rpeitndpyr
H/IH COK OT rpeiindpyT

Moixe pa ce noBMwAT Haii-
HHCKHTE KOHUEHTPALHH Ha
TAKPOIHMYC B LT KPBB.
OcBeH ToBa MOKe f1a ce
NOABAT
CHHEPrHYHH/aJAHTHBHH
HeppOTOKCHYHH eheKTH.

Iuknocnopun Tpabea na ce u3darea
eIHOBpeMEeHHaTa ynoTpeba
Ha LUMKIOCNOPHH U
TAKPOIMMYC fenrc.

mouka 4.4/,

ITponyxTH, H3BECTHH C
HepOTOKCHUHHTE MK
HEBPOTOKCHYHHTE CH CEKTH:
aMHHOTTIMKO3W/IH, THPa3HH

Mozxe na ce nopuwaT
HedpoTOKCUYHHTE WIH
HEBPOTOKCHYHHTE eEeKTH
HA TAKPOIUMYC.

Tpadea na ce u3barea
€/THOBpEMEHHaTa yroTpefa
Ha TAKPOJIHMYC C JIEKapCTEa,
38 KOWTO € W3BECHO, 4e

HHXHOMTOPH, BAHKOMHLH,
cyndamerokcazon +
TpEMeTonpum, HCTIBC,
raHLMKIOBHD, aUHKIIOBHD,
amdotepuniH B, uGynpoden,
unaothoBHp, PoCKapHET

TNPHTEKABAT HEPPOTOKCHUHH
edexry, Korato
¢IHOBPEMEHHOTO
NpUAOKEHHe He MOJKe Ja ce
uzberxe, Tpabea na ce
mouuTopupa 6nOpednarta
GYHKUMA U APYTH HEXENAHH
peakLHH U 1 c€ ajantapa
J03aTa Ha TAKPOIHMYC, aKo €
HeobxoauMo.

[Tpenopbuea ce u3bAr "
CRITLTCTBANIA yNOTPEBayA
7

Moske fa ce noBUIaT Haii-
HHCKHMTE KOHLIEHTPALHK HA

CHIHH HHXHOHTOpH Ha
CYP3A4: npotusorsGHUHH




Knac unu HMe Ha
HeKapCTBOTO.'" BELWECTBOTO

Edext Ha nexapcTBeHO
BiauUMoaeiicTBHe

[Ipenopukyu OTHOCHO
€HOBPEMERHOTO
NMPUIOXKEHHE

cpeicTsa (HanpuMmep
KETOKCOHA30M, HTPaKOHA301,
A03aKOHA30M, BOPHKOHA30M),
MaKpPONHIHH aHTHOMOTHLIH
(HanpumMep TeNHTPOMHLIKE,
TPOTeAHOMHLIHH,
KNapHTPOMHILIHH,
Hosamuun), HIV nporeasau
HHXHOUTOpH (Hanpumep
PUTOHABHP, HePHHABHD,
cakBuHaBHp), HCV
NpoTea3HH MHXUOUTOPU
(Hanpumep TenanpeBup,
OollenpeBHp U KOMOHHALWATA
OT OMOHTAacBHp H
TIAPUTANMPEBHP C PHTOHABHP,
H3MOI3BaHA ChC H Oe3
na3a0yBHp), He(ha3onoH,
QapMaKOKHHETHUHHAT
eHxaHcep KODULIHCTAT H
MHXMOHTOPHTE HA KHHA3ATA
upenanuaut n uepuTuHud.
HabmoaaBanu ca cbiuo
CHJIHH B3aMMOACHCTRHA C
MAKPOJTHIHHS AaHTHOMOTHK
EPHTPOMHLIH,

TAKPOITMMYC B 11714 KPBB U
Ia ce YBEJIHUH PHCKBT OT
CEPHOZHU HEXEaHH
peakimy (Hanpumep
HEPPOTOKCHYHOCT,
HEBPOTOKCHYHOCT,
yasbkaBaHe Ha QT
HHTEpRaIa), KOETO H3HCKBA
BHUMATCITHO MOHHTOpPHpaHe
[eotc. mouwa 4.4].

Moske 1a BB3HUKHAT OBp3M
H pe3KH [NOBHLIEHWA Ha
HHMBATA HA TAKPOIAMYC OLIE
B pamkuTe Ha | — 3 aHH
cief eIHOBPEMEHHOTO
NIPUIOKEHHE BbIPEKH
He1a0aBHOTO HAMANABAHE
7103aTa HA TAKPOITHMYC.
OOfmwara excrno3vuus Ha
TaKPOTUMYC MOXE J1a C€
YBEJIHYH >5 mbTH, Koraro
ce MpHIIaraT eJHOBPEMEHHO
KOMOMHALIMH C PHTOHABHP,
EKCIIO3ULIMATA HA
TAKPOITHMYC MOXE /1A ce
nosyIH >50 NETH.

Ilps MOYTH BCHYKH
NIALHEHTH MOXKE 1 €
HeoOXOIHUMO HAMANABAHE
Ha A03aTa TAKPOJIHMYC H
MOME /12 C& HAIOAKH CHILO
BPEMEHHO [IPeKbCBaHe Ha
NipHEMa Ha TaKpOJIHMYC.
EdexTsT BBPXY
KOHIEHTpaLHATa Ha
TAKPOHMYC B KPBBTA MOME
7la OCTAHE HAKONKO AHH
¢Jie]T IPHKITIOYBAHE Ha
€IHOBPEMEHHOTO
NpHIOKEHHE,

HE MOXe Ja ce uzderte
€IHOBPEMEHHO NPHIIOKEHHE
HA cHIeH MHXMOHTOP Ha
CYP3 A4, obmucnere
BB3MOKHOCTTA 32
MpOIyCKaHe Ha /103a1a
TaKpPOJIHMYC B [IeHH, B KOHTO
€ 3aMOYHAT NPUEMDT Ha
CHJieH HHXHOMTOP Ha
CYP3A4. 3anouHeTe OTHOBO
npHeMa Ha TAKPOAKRMYC Ha
C/IEABALIMA JE€H ¢ HaMalleHa
1033 BE3 OCHOBA Ha
KOHLIEHTpallMHTE Ha
TAKPOJIHMYC B KPBBTA.
IIpomennTe Ha no3aTta
TAKPOTHMYC U/HITH Ha
4eCcTOTATA Ha NpHJIaraHe
TpabBa 1a ce
WHIHBUAYATH3IAPAT H
afmanTHpar cnopea Hyxnara
BE3 OCHOBA HA HAH-HHCKHTE
KOHIIEHTpaLiK{ Ha
TAKPOJIMMYC, KOMTO Tpabea
lla ce OLEHAT KbM MOMEHTa
HA HHHLIMHPAHE, J1a ce
MOHUTOPHPAT YECCTO Mpe3
LATOTO BpeMe (KaTo ce
3aNOUHE Mpe3 MbPBUTE
HAKOJIKO [JHH) W 13 Ce OHEHAT
MOBTOPHO MPH H Cle
3aRLPIIBAHE HA TPHJIArAHETO
Ha uHxuburopa Ha CYP3A4.
ITpn 3aBbpiipate Ha
NpuiaraHeTo ChOTBETHATA
7033 U 4ecTOTa HAa NpHaraHe
Ha TaKpONUMYc TpaORa na ce
onpenen Bb3 OCHOBA Ha
KOHLIEHTPALAMTE Ha
TAKPOJMMYC B KPBBTA.
BHumarenHo MOHHTOpHpaHE
Ha OnOpeunaTa GyHKIHS,
EKT 3a yabnxkasade Ha QT
MHTEpBAJla H IPYTH HEXENaHH
peaKLMH.




Kitac v ume Ha
NeKapCTBOTO/BELLECTBOTO

EdekT Ha ekapcTBeHO
B3aHMOABHCTBHE

[Ipenopbku OTHOCHO
CHOBPEMEHHOTO
MPHICHKEHHE

YMepend unu ciabu
uHXuOHuTOpH Ha CYP3A4:
NPOTHBOI'EOHYHH CPeACTBA
(Hanpumep dykonazon,
H3aBYKOHA30/1, KIOTPHMA3o,
MHKOHA3011), MaKpOJHAHK
AHTHOHOTHLIK (HanpHUMep
A3UTPOMUUMH), OnokepH Ha
KaNLHEBHTE KaHAIH
(Hanpumep HudeAMIUH,
HUKapMITHH, JUNTHA3EM,
BEPATNAMMIT), AMHOAAPOH,
NaHa30J1, ETHHHIIECTPAIHOI,
TaH30Mpa3oN, OMeNnpasoll,
enfacBup/rpasonpeBup u
rieKanpesyp/nHOpeHTaceup,
NPOTHBOBHPYCHH CpeLLy
HCV, nerepmoBup cpery
CMV H THPO3MH KHHa3HUTE
HHXHUOMTOPH HUIOTHHHG,
KPH30THHHO, HMaTHHHO H
pacTUTENHH fAekapeTsa (0T
TpaAMLUHOHHATA KHTaiicka
MEIHLIHHA), ChAbPHALLH
eKCTPAKTH oT Schisandra
sphenanthera

Moke 1a ce MoBHILAT Hal-
HUCKHTE KOHLICHTPaLMH Ha
TaKpOJUMYC B UATA KPBB H
Jla Ce YBEMHYH PHCKBT OT
CEPHO3HH HEMEIAHH
peakuuu (HaNpHMep
HEBPOTOKCHYHOCT,
yabmkaeane Ha QT
HHTEpBAaNa) feoc.

mouxa 4.4]. Mowe na
EB3HUKHE OBp30
NOBHINABAHE HA HUBOTO Ha
TaKpoJIMMYC.

HecTo MOHUTOPHPAHE HA Hal-
HHCKHTE KOHLIEHTPAUHH Ha
TAKpOJIMMYC B LANA KPEB,
KaTo ce 3anoyvHe mpes
MBPBHTE HAKOIKO AHH OT
€HOBPEMEHHOTO 1
pwioxkeHue. Hamansaeane Ha
J103aTa Ha TAKPOJIMMYC, aKO €
Heobx0auMo [eor,

mouka 4.2]. BuuMarenHo
MOHHMTOPHpPAHE Ha
Op0Opeunara GpyHruusa, EKT
3a yabkasane Ha QT
WHTEPBAJIA H APYT'H HeXeNaHH
PeaKUHm.

In vitro cnegnuTe BelecTpa
¢a NoKazanm, ue ca
MOTEHUHATHH HHXHOUTOPH
Ha MeTabonM3Ma Ha
TAKPOAUMYC: OPOMOKPHITTHH,
KOPTH30H, JarCoH,
€ProTamMuH, recToex,
TTHI0KauH, Me(eHHTOHH,
MHIA3074M, HHABATHIHH,
HOPETHCTEPOH, XHHUJIHH,
TaMOKCH{]eH.

Mosxe Aa ce MOBHILAT HaH-
HHUCKHTE KOHUEHTpALHyY Ha
TAKPOJIMMYC B 14714 KPBB H
[ C& YBENHYH PUCKDBT OT
CEPUO3HU HEHENAHU
peakuny (HanpuMep
HEBPOTOKCHYHOCT,
yab/kasate Ha QT
HHTEpBana) /6.

moura 4.4},

MonuTopupaHe Ha Hall-
HHCKHTE KOHLEHTPAaLMH Ha
TEKpPOJHMYC B LAIA KPLB H
HAMaJIABAHE HA J103aTa HA
TAKPOJHMYC, KO €
HeOOXOIUMO [fexnc.

mouka 4.2]. BHUMaTenHo
MOHHTOPHpAaHE HA
OnOpeunara dyukuun, EKT
3a yawmkaBaHe Ha QT
MHTEPBaNa H APYTH HEXKEIaHH
PEaKLHH.

CHNHH HHOYKTOPH Ha
CYP3A4:

pUbaMnHIMH, PEHHTOHH,
KapOaMazenuH, anamyTaMu,
€H3ATYTAMH]1, MHTOTAH HJTH
XBAT KAHTApHOH (Hypericum
perforatum)

Mose Ja ce MOHWXKAT Hail-
HHCKHTE KOHLEHTPALHH Ha
TAKPOJIMMYC B 1114 KPBB U
714 C€ YBEJIHYH PHCKBT OT
OTXBBPNAHE /64

mouxa 4.4/ MaxkcuManeH
edeKT BLpXy

[NpenoptyBa ce H30ArBaHe HA
CHIBTCTBAILA ynoTpeba. AKo
He MOKe na ce niberte, Moxe
Jia e HeoOX0AHMO
NOBHMLIABAHE HA 103aTa

TAKPOIMMYC TIPH [TAUH \ﬁhﬂ
I1poMenuTe Ha 1034, &‘,&‘:&,._
Cy




Knac wiu HMe Ha
JIEKAPCTBOTO/BELECTBOTO

EdekT Ha nekapcTBEHO
BIAHMOOEHCTBHE

[Ipenopeks OTHOCHO
€IHOBPEMEHHOTO
NPHAOKEHHE

KOHLEHTPALKHHTE HA
TAKPOJIHMYC B KPBBTA MOKE
na Owpe nocraruar | —

2 CeIMHLIY chef

€ THOBPEMEHHOTO
npunoxenue. Edexrst
MosKe J1a octade | —

2 CeIMMLH clies
NIPHKJIFOYBAHE Ha
JICYCHHETO.

TakponuMyc TpadBea 1a ce
HHIMBHIYAIH3HPAT H
aJanTypar cropen HyKaaTa
BB3 OCHOBA HA Hal-HHCKHTE
KOHLIEHTpalliH Ha
TaKpPONHMYC, KOUTO TpAGEa
I C€ OLIEHAT KbM MOMEHTA
Ha HHHLMUPAHE, 1a Ce
MOHMTOPUPAT YECTO Mpe3
HANOTO BpemMe (KaTo ce
3aMI09HE TIpe3 MbPBHTE
HAKOJIKO AHH) H A CE OLCHAT
OTHOBO MNpH H e
3aBBPLIBAHE HA NpUNaraHeTo
Ha uHaykTopa Ha CYP3A4.
Cnen 3apbpLUBAHE HA
H3MOI3BAHETO HA MHAYKTOpA
Ha CYP3A4 nozara
TaKpOJIHMYC MOXE Ja ce
HaozcH Aa OBI¢ aJanmTHpaHa
nocreneHHo. Baumarento
MOHUTOpHpaHe Ha QyHKLIHATA
Ha IIPUCaKaTa.

VMepeHH HHIOYKTOPH Ha
CYP3A4:

MeTaMu3o, penobapduran,
u3oHHa3UA, pudabyTux,
ehaBUpEHL], €TPABUPHH,
HEEHWPANHH; ¢crabu
uHaykropu Ha CYP3A4:

Moke ma ce noHmwxar Haii-
HHCKHTE KOHIICHTpAIMH HA
TaKpOIHMYC B LANA KPBB H
Ja ce yBelld4H PUCKBT OT
OTXBBPJISHE [,

moyka 4.4].

MonuTOpHpaHe Ha Hait-
HUCKHTE KOHLEHTPALMKH Ha
TAKPOITHMYC B LIA14 KPBB H
YBE/HYABAHE HA A034TA HA
TAKPOJIUMYC, aK0 €
HeaDX0IUMO [6iC.

moura 4.2/, BHUMaTenHo

dIyKNOKCALWIHH MOHHTOpHpaHE Ha PyHKLHATa
Ha NPUCaKaTa.
KacnodyHrun Moxe aa ce noHwxat Hai- | MoHHTOpHpaHe Ha Haii-

HHUCKHMTE KOHUEHTPAIIMH Ha
TaKpOJHMYC B LIATIA KPBB H
Ja Ce YBEIHYH PHCKBT OT
OTXBLpsgHe. MexaHH3IMBT
Ha B3aUMO/IeHCTBHE HE &
YCTAHOBEH.

HUCKHTE KOHLEHTPAaLHH Ha
TAKPOITHMYC B LIAIA KPbB H
YBENWYaBAHE HA J03aTa Ha
TAKPORHMYC, aKO €
neoOxomnuMo feoic.

moyra 4.2]. Buumarenno
MOHHTOpHpaHe Ha JyHKUMATA
Ha MpHCcaaKaTa.

Kanabuauon (MHXHOUTOP Ha
P-gp)

Crobiuaga ce 3a
MOBHUIIICHHA HHBA HA
TAKPOJIUMYC B KPBBTA
TpH CHITBTCTRAINA

Takponumyc 1 kaHaGHIHON
Tpabea pa ce OpHNarat
€ HOBPEMEHHQ ¢ MOBHLIEHO

EHHMAHHE, KaTO CC /’ (q,\-’\\\.\f"ﬂ
?.‘l




Kaac vnu ume Ha
JIEKapCTBOTO/BEIIECTBOTO

Edekr na nexapcrseHo
B3aUMOICHCTBHE

TITpenopsku OTHOCHO
¢IHOBPEMCHHOTO
DPHITOMCHHE

ynotpeba Ha TaKpoJIHMYC
¢ kanabuaron. Toea
MOsKe Ja ¢e IBJIKH Ha
WHxnOupane Ha P-
TTUKOAPOTEMHE B
YEpBaTa, KOCTO BOJAH A0
NOBHIIaBAHE HA
OHOHATHYHOCTTA HA
TAKPOITHMYC.

MOHHTOpPHPa BHUMATENHO 3a
He)xenmaHH peakuuH. Tpsabea
Ja € MOHHTOPHPAT HAaii-
HHCKMTE KOHLIEHTPALUHH Ha
TaKpONHMYC B LANa KPBB H Aa
Ce a/lanTHpa J034Ta Ha
TaKpOJIHUMYC, aKO €
HeoOxoauMo fexc. moyru 4.2
udd]

[IponyKTH, M3BECTHH ¢
BHCOKHA CH aPMHUTET KbM
INa3MEHHTE MPOTEHHH,
nanp.: HCIIBC, nepopantu
AHTHKOAryJIaHTH, MEPOPaTTHU
aHTHAHAOETHH CpencTBa

TakpolHMyC eKCTEH3HBHO
Ce CBbP3BA ¢ [LIa3MEHHTe
npoteuHn. TpaGea na ce
MMAaT MPENRH/ Eb3MOKHHTE
B3aHMOJEHCTBHA C APYTH
AKTHBHH BEILECTBA,
M3BECTHH C BUCOKHS CH
AQUHMTET KbM IUIA3MCHHTE
NPOTEHHMU.

MonuTopHpane Ha HaH-
HHCKHTe KOHIIEHTPALHH Ha
TAKPOIMMYC B LIA1a KPBB H
aaanTtupaHe Ha Jo3ara
TAKPOJIHMYC, aKo e
HeoOxoauMo féorc.

movka 4.2}.

IpokuneTHunu cpeacrea:
METOKIONpaMi/l, UMMETHINH
H MarHe3HeB/anyMUHHER
XHAPOKCHI

Momxe na ce noBvaT HaM-
HHUCKHMTE KOHLIEHTPALHH Ha
TaKpOJMMYC B LANA KPBB H
J1a ¢€ YBEIHYH PHCKBT OT
CCPUO3HH HEKEJIAHH
peakumu (Hanpumep
HEBPOTOKCHYHOCT,
yawmkasane Ha QT
HHTEpEANA).

MoHHTOpHpane Ha Haii-
HHCKHTE KOHUEHTpPaLHH Ha
TaKPOJIHMYC B LA KPbB
HaManssaHe Ha f103aTa
TAKPOIHUMYC, aKO €&
HeoOX0aHMO feorc.

moyra 4.2]. BHHMaTeIHO
MOHHMTOpHpaHe Ha
6u0peunara pyHKLES, 32
yabkaBaHe Ha QT
urTepeana ¢ EKI u 3a apyru
HEYKENAHH PEaKUHH.

Ioagbpkaliy 403H
KOPTHKOCTEPOHIH

Mosxe 1a ce NOHIDKAT Haii-
HHCKHTE KOHLEHTPALHH Ha
TAKPOAUMYC B LANA KPBB H
1d CE YBENMYH PHCKET OT
OTXBBPIAHE [80ic.

movxa 4.4].

MoHHTOpHpaHe Ha HaH-
HHCKHTE KOHIIEHTPaUHH Ha
TAKPOIHMYC B LiANa KPbB U
yBEIIHUABaHE Ha 03aTa
TAKPOIHMYC, aKO €
HeOOX0AUMO [orC.

moura 4.2]. BHIMaTeHO
MOHHTOpPHpaHe Ha QyHKIMATA
Ha NpUCaKaTa.

Bucoka moza [IPpECOHH30I0H
HJTH MCTHIIIIPCOHH3IQI0H

Moske aa uma BAMAHUE
BbPXY HHMBATa Ha
TAKPONIMMYC B KPBLBETA
{OBHIIABAHE HIH
MOHIKABAHE), KOraTo ce

MonnTopHpaHe Ha Hak-
HHCKHTE KOHLEHTPALUMH Ha
TAKPOAKUMYC B LA1A KPEB Y

a/anTHpaHe Ha 103aTa
/ AW g




Knrac vunu wme Ha

Edrexr Ha niekapcTREHO

ITpenopbkH OTHOCHO

JIEKapCTBOTO/BENIECTBOTO B3AHMMOJEHCTBHE €/IHOBPEMEHHOTO
NPRIOKERHE
[pHIAra 3a ICUEHHE Ha TaKPOITUMYC, aKO €
OCTPO OTXBLJIAHE. HeobX0auMO.
JIMpeKTHO NeHCTRAIA Moske na uma enusaHue MounuropupaHe Ha Hail-

auTusApycHa (DAA) Teparta

BbPXY (hapMakoKHHETHKaTa
Ha TAKPOITHMYC Uupes3
[IPOMEHK B YepHOAPOOHATa
dyHkuua no Bpeme na DAA
Tepanis, CBbp3aHa ¢
KIHPBHC HA XeNaTHTEH
BUpyc. Moske na ce nomyun

HUCKHTE KOHLEHTPAaLMK Ha
TAKPONHMYC B LA/1a KPBB H
aJanTHpaHe Ha J03aTa
TaKpOJNHUMYC, aKo €
HeoOXxoaumMo, 3a JIa ce
OCHTYPH MPOXLIKHTENHA
e(HKACHOCT 1 HE30NACHOCT.

NMOHHXXABAHE HA HABATA HA
TAKPOJIMMYC B KPLBTA.
IloTeHOMaN®LT 2a
uHxubupane na CYP3A4 Ha
naxod DAA obaue Moxe J1a
HaMany TO3H eEKT Wi Ja
NOBEAE 10 NOBMIUEHH HHBA
Ha TAKPOJIMMYC B KPbBTA.

CHOBTCTRAMIOTO MPHIIOKEHHE HA TAKPOTHMYC C HHXHOUTOD Ha TapreTa 3a panaMHLHH [IPH
Gosaitnuuy (MTOR) (Harnp. cHpo/IMMYC, €BEPOTHMYC) MOXE 2 MOBULUK PHCKE OT TPOMOOTHUHA
MHKpPOAHTHONATHA (BKIFOUHTETHO XeMOJHTHYEH YPEMHYEH CHRAPOM M TpoMOOTHYHA
TpOMOOLIHTONEHHYHA IMypITypa) (BxK. Touxa 4.4).

ToiH KAaTO JIEHEHHETO C TAKPOJIMMYC MOKE [1a € CBBP3AHO ¢ XHINEPKATHEMUA WIH MOXKE [a 3aCHITH
BeYe CHLUESCTBYBAILA XMIEPKANMEMH, TpAOBA 1a ce H30ATBa [IOBHIIEH MPHEM HA KaTWH, WK
Kauii ChXPaHABALIH AWYPETHLM (HAMP. AMWIOPH, TPMAMTEPEH HITH CIIMPOHOIIAKTOH) (BXK.
Touka 4.4). Heobxoaumo e noBuiueHo BHUMaHHe, KOTATO TAKPOAHMYC Ce MpHNara ¢iHOBPEMEHHO
C APYTH BELIECTBA, KOWTO NOBUILABAT CEPYMHHA KM KATO HAIIPHMEP TPHMETONPHM W
KOTPHMOKCa307 (TPHMETONPHM/CYyN(aMeToKcazoN), Thil KaTO € HIBECTHO U¢ TPHMETONPHM
NeiicTBa KaTo KaaHil ChXpaHIBall AHYPETHK Nogo0HO Ha amuiopu. [IpenopbyBa c¢ BHUMATETHO
Npoc/eIABAHE HA HUBATA HA CEPYMHHWA KaJlHi,

Edext Ha TakponuMmyc Bbpxy MeTaGonn3mMa Ha IPYTH JACKAPCTBEHH MPOIYKTH
Takponumyc e ussecten unxnburop na CYP3A4; zatosa chbnbTeTRallaTa My ynorpeba ¢
NEKAPCTBEHH MPOAYKTH, 3a KOHTO € W3BECTHO, 4e ce MeTabonmsupar upes CYP3A4, moxe aa
B/IMAE BLPXY TeXHUA MeTabonuibM. BpemeTo Ha OMY>KHBOT HAa IUKIOCTIOPHH € YABIDKEHO,
KOTaTo Ce NpHeMa 3aeiHo ¢ Takponumyc. OCBEH TOBA MOKE Aa CE NOSBAT
CHHEPTHCTHYHH/aIUTHBHH HedpoTokcHyHW edekt. [lopaau ToBa He Ce npenopbysa
KOMOHHHPaHO MPHUNOXEHHE HA LMKITOCTIOPHH M TAKPOIHMYC H Tpa0Ba 1a ce BHHMABA, KOraTo
TAKPONHMYC C€ TIPHIAra MpH MaLUEHTH, KOHTO TPEAH TOBA Ca NOJLY4aBATH IIHKIOCTIOPHH (BX.
pazaen 4.2 u 4.4).

TakponmuMyc yBenHYaBa KPBEHATA KOHLEHTpALNA Ha (JEHMTOUH.

TBii KATO TAKPOIMMYC MOXKE 2 TOHWKH KIUPBHCA HA KOHTPALIeNTHBH Ha 6a3aTa Ha CTEPOHAIH, &
TOBA BOJM 10 YBEIHYEHA XOPMOHAIIHA eKCIIO3HIHA, TpA0Ba 0co0eHO 1a ce BHMMABa, KOTaTo ¢
B3HMA PCLICHHE 3a KOHTPAUCNTHBHHA MEPKH.




ChlliecTBYBAT OTpaHUYEHH 3HAHUA 32 B3AMMOSHCTBMETO MEXK/LY TAKPOIHMYC H CTATHHH.
Hanuunute naHHM roBOPAT, Ye papMaKOKHHETHKATa HA CTATHHUTE HE ¢€ MPOMEHS TIpH
€HOBPEMEHHO MPUIMKEHHE HA TAKPOIHMYC.

JlaHHH OT ONHTH € XKHUBOTHH MOKA3BAT, Y€ TAKPOIUMYC MOXKE IIOTEHLIHAIHO a HAMANH KIHPbHCA
H Ja YBEJIAYH BPEMETO Ha NoNy HBoT Ha enobapbutan n denason.

Mukodenonosa kucenuna. TpabBa na ce NoaAx0xa ¢ NOBHIIEHO BHHMAHHUE NP KOMOMHHpaHa
TeparksA, KOraTo ce NMPEeMHHABa OT HHKJIOCIIOPHH, KOMTO BlIMSe HA EHTCpOXENaTalHaTa
PELIHPKYIALMA HA MHKO(CHOTOBA KHCE/IHHA, KbM TAKPOIHMYC, KOHTO HAMA TO3M edexT, Thii
K4aTO TOBA MOXE 1A JIOBEAE 0 MIPOMEHH B €KCTIO3ULIMATA Ha MUKO()CHONIOBA KHCEAKHA.
JlexapcTBara, KOHTO MOBJIHABAT CHTEPOXENIATATTHUA KPBLroBpaT Ha MHKO(eHON0Ba KHCETHHA,
MMaT MOTEHLHAJ Ja HAMAIAT [U1a3MeHHTe HHBA W eHKACHOCTTA HA MUKO(EHOI0BA KUCeIHHA.
TepanesTHYHOTO NEKAPCTBEHO MOHHTOPHPAHE HA MUKOQEHOTORA KUCETHHA MOXe A3 Obae
MOAXOAAINO MPH NPEMHHABAHE OT LIMKIOCTOPHH KM TaKPONHMYC MITH 0OpaTHOTO.

HMmMyHocynpecHBHHTE cpeCcTBa MOXKeE [a MOBNHAAT OTTOBOPA HA BAKCUHHPAHE H BAKCHHHPAHETO
MO BpPeMe HA JIe4SHHE ¢ TAKPOJIHMYC Moxe Ja Obae no-manko edekTHBHO. YnoTpebara Ha KHBH,
aTeHIOMPaHH BAKCUHU TpaOBa Aa ce u30area (BK. TouKa 4.4).

4.6 Depuanrter, GpeMeHHOCT H KbpPMeEHe

bpemennoct

JaHHHTE, NONyYEHH MPH KEHH, IOKA3BaT, Ue TAKPOITHMYC € CMOCOoOEH Aa MpeMHHaBa npes
nianeHTara. ChIIECTBYBA PHCK OT XHNEPKANHEMHS [IPH HOBOPOAECHOTO (HAIpP. YECTOTa NpH
HoBopoaeHuTe 7,2%, T.€. 8 0T 111), K04T0 0OHKHOBEHO CE HOpManAu3Upa CMOHTaHHO. JleueHue ¢
TAKPOITHMYC MOME Ja Ce uMa rpeeua npy OpeMeHHu JKeHu, KoraTo usMa no-besonacHa
ANTEPHATHBA H KOraTo O4aKBaHATA M0/13a ONPABJABA NOTEHUHATHUS PHCK 33 [U10Aa. B ciyyaii Ha
H3J1araHe KbM TAKPOJIHMMYC il ufero ce MpenophuBa MOHHTOPHPAHE HA HOBOPOAEHOTO 32
NOTEHUKANHH HEXENAHH peakitiH (ocobeHo edekTH BBpXy OBOpeluTe)

Pezyamamu om HeUHMEPBEHYUOHWIHO HOCIMMAPKENUHZ 080 HpoyUeaHe 3a 6e30nacHocm
[EUPAS37025]

IlocTMapkeTuHroso npoyusane 3a GezonacHocT aHanusupa 2 905 cayyad Ha GpeMeHHoOCT OT
MexayHapoaHus perHeThp Ha OpeMeHHOCT NpH TpaHcnauTauku { Transplant Pregnancy
Registry International TPRI), kaTo oueHsBa H3xoaa oT OpeMECHHOCTTA IIPH JKEHH, IEKYBAHH C
TakpoauMyc (383 npocnekTHBHO chollieHu, BIIIMTETHO 247 NAHCHTKH ¢ TPAHCILTAHTHPaH
OBOpek 1 136 ¢ TpaHcINaHTKpaH YepeH Apol), U TAKKBA, NEeKyBaHU ¢ APYTH HMYHOCYTIPECOPH.
B3 ocHoBa Ha orpaHuueHn aaHHd (289 npocnekTHRHO choDIIEHH cy4asn HA GpeMeHHOCT ¢
EKCIIO3MLMA Ha TAKPOJIHMYC MPe3 MbPBUA TPHMECTBP) PEIYNTATHTE OT IPOYYBAHETO HE [1OKAIBAT
[OBMLIEH PUCK OT roneMH Mandopmauuu. Habmonaea ce TeHASHLHA KbM MO-BHCOKA H4ECTOTA HA
croHTaHeH abopT ¢pea )KeHH, IEKYBaHH ¢ TAKPOJIHMYC, B CPaBHEHHE C ATTePHATHBHH
WMyHocynpecop. Habmonaga ce M TeHACHIHA KBM I0-BHCOKA YECTOTA HA MPEEKIaMIICHA Cpel
NMaUUEHTKUTE ¢ TPaHCINAHTHPaH O10peK, TekyBaHy ¢ Takponumyc. KaTo usamo HaMa J0CTaTh4yHO
AAHHH, 33 [1a C€ HAMpaBH 3aKII0UYEHHE 3a PHCKa OT Te3H pe3ynTarti. Cpel MauHeHTKUTE ¢
TPAHCIIAHTHPaHH 6BOPEK M uepeH Apob, ¢ eKCTIO3HLIHMS HA TAKPOITHMYC MO BPEME Ha
OpemeHHocTTa, 45% — 55% OT *UBOpoZeHUTE felia ca OUNH pOJeHH NMPeAIeBPEMEHHO, KaTo
75% — 85% ca uManH HOpMaJTHO TEFJIO 3a TecTalMOHHATA CH Bb3pacT NpH paxaaneTo. Ilogodhs

3AKIOYEeHHUA MOpaaH OrpaHUYiCHUTE JaHHH.



TTpy nnbXxose K 3aiLy TAKPOTHEMYC NPEIH3BHKBA eMOpHO(ETaTHa TOKCHYHOCT TIPH 1034, KOHTO
¢a NIEMOHCTPHPATH TOKCHYHOCT 3a Malkara (x. Touka 5.3).

KupmeHe

JIaHHHTE NPH XOpA OKA3BAT, Y€ TAKPOIUMYC IPEMHHaRA B KbpMaTa. Thil KaTo BPeHOTO My
fieHCTBHE BBPXY HOBOPOLEHOTO HEe MOKE Ja B¢ H3KIIOUEHO, 3KeHHTE He TPAGBa 1a KbpMAT
Jokaro npuemar [Iporpad.

Deprunmrer
Herartusen edekrt Ha TAKPOIHUMYC BbPXY (EPTHAHTETA IPH MBHKKHTE, 1T0]] ¢opMaTa Ha HaMaleH

Gpoii M MOJBHKHOCT HA CIEPMATO30MANTE, ¢ HAOMIOJaBaH NPH NTBX0BE (BkK. TO4KA 5.3).
4.7 EdexTn BEpXy cnocofHocTTa 32 mwodupane H padoTa ¢ MAIIHHA

TakpoIuMyc MOKE 12 [IPeM3BHKA 3PUTENHN ¥ HEBPOIOrHYHH cMy1ueHns, To3u edexr modike 1a
e 3aCHJIH, aKo 3aenHo ¢ [Tporpad ce KOHCYMHpa M ANKOXOJ1.

He ca nposexiaHn Npoyysadus 3a edextute Ha Takpomamyc (IIporpad) Bppxy cnocobHocTTa 3a
wodupane u pabora ¢ MaLIHHH.

4.8 Hexenanu JAeRAPCTBCHHE PeAKIHH

TTpoduABT Ha HEXKETAHNTE JIEKAPCTBEHH PEakUMK, CBbP3aHK ¢ HMYHOCYPECHBHH CPEACTRA,
YECTO ce Ofpeaena TPYAHO, MOPa/M OCHOBHOTO 3a60nsBaHe W eHOBpeMeHHaTa ynoTpeba na
MHOTOOPOHHH MEMHKATIMH.

Haii-uecTo chobiaBanunTe HeXeENaHn peakunu (NpoABABalM ce mpu > 10% oT nauHeHTHTe) ca
Tpemop, OpOpedHo YBpeKIaHe, XHNEPrIIMKEMHUHHE CHCTOSHHUA, 3aXapeH aualeT, XHITEPKaTHeMHH,
HHQEKIHH, XHTIePTOHHA ¥ HHCOMHHA.

TMepopallHOTO NPHIIOKEHHE H3TIC)KIA € CRBP3aH0 ¢ [I0-HUCKA YECTOTa Ha HEKETAHH
JeKapCTBEHH PEAKIHH B CPABHEHHE ¢ MHTpaBeHo3HaTa ynorpeba. HexxenaluTe nexkapcreeny
peakuuK ca H30POSHH NMo-J0Ny B HU3XOAAUL pe/l B 3aBHCHMOCT OT YECTOTATA Ha NIOABATA: MHOTO
uectu (>1/10); uectn (>1/100, < 1/10); meyeetu {(=1/1 000, <1/100); peaxu (=1/10000, < 1/1000);
MHoro peaxH (< 1/10000); ¢ neussecTHa decTOTA (OT HAIHYHUTE NaHHK HE MOKE fta Obae
HamnpaBeHa OLEHKa).

Hudeknuu u undecrarmu

KakTto € nobpe H3BeCTHO 3a 1PYTH ePEKTHEHH HMYHOCYIPECHBHH CPE/ICTEA, MALIHEHTHTE,
NOMYYaBallH TAKPOTMMYC, Ca ¢ YBEITHUEH PHCK OT HH(eKLuu (BUPYCHH, DakTepuanty, reOHUHH,
npoTo30iitu). [IpoTHYAHETO Ha CHLICCTBYRAIIM MHEKUMH MOKe Ja ¢e BI0IIH. Moxe aa ce
MOABAT H TEHEPATTH3HPAHH H JIOKATM3APAHH HHEKIHN.

Mma chobieHns 3a cayyau Ha CMV undexuus, Hedpponarus, npuunnera ot BK supyc, KakTo H
34 ¢/Iyyau Ha nporpecHBHa MynTHhoKatHa neskoeruedantonatus (PML), npuusnera ot JC
BHpYC MpH MAlHEHTH, HAa KOHTO Ca TIPHUIaraHi uMyHocynpecops, siounTenHo [porpad.

Heonmazmu - ,EOGDOK&‘IGCTBGHH, HIOKAYECTBEHH H HEONPECNCHH (BKNIOYMTETHO KHCTH H

MOJINTH)
[MTanperTHTE, NOATOXKEHH HA HMYHOCYTIPECHBHA TEPANHA, A C MO-BHCOK PHCK 32 P
I0KAYECTREHH 3a6onasanua. Crobiiaea ce 3a A0OPOKAYECTBEHH, KAKTO H 32 3J10




HEOMIa3MH, BRIIOUHTEIHO U cBbLp3anu ¢ EBV mumdonponudepatienmn HapyLieHHA, KOXHH
3M0KAYeCTBEHH 06pa3yBaHus H capkoM Ha Kanolul BEB Bpb3Ka C JIEUEHHE ¢ TAKPOJIHMYC.

Hapvinenuns Ha KpeeTa i TMMAGHATE CHCTEMA

YecTu: AHEMH3., JIEBKONEHHS, TPOMOOLIHTONEHHA, NEBKOLHTO38, A0HOPMHH
SPHUTPOLHTH

Heuectn: Koarynonartui, abHOpMHM aHanM3H Ha KPHBOCHCHPBAHE U KbpBEHe,
NaHLUHMTOMNEeHHS, HEYTPONEeHHS, TPOMOOTHYHA MHKPOAHTHOTIATHS

Penxu: TpoMOOTHYHA TPOMOOLIHTOMECHHYHA NYPILy Pa, XUIIONPOTPOMOHHEMS

C HeM3BecTHa YHCTAa aI1a3ds HA ePHTPOLMTHTE, arpaHyNoOLHTO3a, XEMOJTHTHYHA aHEMHA,

YECTOTA: (ebpunHa HeyTpONEHUS

Hapyinenua Ha IMYHHATA CHCTEMA
AJIEprHYHH H aHAQHIAKTOMAHM peakuuu ca HabmofaBaHi PH MALHEHTH, MOTYYaBally
TaKpolIUMYc (BxK. Touka 4.4).

HapyiiieHys Ha eHAOKPHHHATA cUCTEMA
Penku: XHP3YTHILM

Hapyiuenus na MerabonuiMa M XpaHeHeTo

MHoro yectu: XHNEPrIHKEMHYHH CECTOAHHA, 3aXapeH MHadeT, XUnepKaTueMus

Yecru: XHNOMArHe3ueMHs, XHIopochaTeMHa, XHIOKATHEMHAS, XHITOKAILIHEMHS,
XHIIOHATPUEMHS, MMPETOBAPBAHE C TEUHOCT, XHMEPYPUKEMHS, TOHHKEH
aneTHT, MCTabOIHTHA alMA03a, XMIIEPIHIHASMHUA,
XUIIePXONECTEPONEMHA, XUNIEPTPUITHUEPHAESMHUSA, APYTH SNIEKTPOTHTHH
aHOMaluH

Heuectr: JEeXHJIPATHPAHE, XUNONPOTeHHEMHA, XunepdocdareMus, XHIOTMTHKEMHUS

[NcHXHMYHH HApYINEHHS
MHoro yecTu: fe3chHHE
Yecru: CHMIITOMH HA TPEBOKHOCT, 00BbPKAHOCT M JS30PHCHTALINA, ACMpPecH,
JerpecHBHO HACTPOSHHME, HAPYLLCHHS B HACTPOEHHETO, KOLUMADH,
XaTIOLUMHALMH, ICUXWYHH HAPYLIEeHHA
Heuectu: NICUXOTHYHH HapylLeHUs

HapyiileHKd Ha HEpBHATA CHCTEMA

Muoro yectn: TpEMOPp, TIABOOONHE

Yecru: NpUNanbUH, HAPYLICHUA HAa CH3HAHHETO, NIAPECTE3HH H AH3ECTERHH,
nepA(epHN HEBPONIATHH, 3AMAAHOCT, BIOLUEHO NUCAHE, HAPYLIeHHs Ha
HEpBHATA CHCTeMa

Heuectu: KoMa, XeMmoparus B [IHC ¥ MO3BYHO-CBIOBHM MHLHASHTH, IAPAJIH3A K
napesa, eHUedanonaTHa, HAPYIIeHH B PEUTA H ©3HKA, aMHE3HA

Penku: XHIIEPTOHYC

MHOro pelKu: MHACTEHHA
C HenzeecTHa CHHAPOM Ha nocrepropHa obpatuMa eHuedanonarua (PRES)
YecTOTa:

Hapyiienus Ha ounre
Yectu: HapyLUeHHs HA OYHTE, 3AMBINEHO 3peHne, potodobun
Heuectu: KATApaxTa
Penku: caenoTa




C HeussecTHa
YecToTA;

OMTH4YHA HEBpOMNATHA

Hapynienns Ha yxoto U JabuprnTa

Yecra:
HeuecTH:
Penxu:
MHoro penkH:

IIYM B YLIHTE

HaManeH ciyx
HEBPOCEH30PHA [NyXoTa
B/IOLIEHO YyBaHE

Cupaeynm HapyueHus

Yectu:
HeuyecTH:

Penkn:
Mmuoro penku:

CnO0BH HapyiLIeHHd
MHuoro yecT:
YecTH:

Heuectu

HCXEMHYHH CMYLLIEHHA HA KOPOHAPHUTE APTEPUH, TAXMKAP/IHA
BEHTPHKYJIAPHY aPHTMHU W CLPIEUEH APECT, ChPASYHA HEIOCTATHUHOCT,
KapIHOMHONATHH, BEHTPHKYNAPHA XUNEPTPOdHs, CYNIPABEHTPUKYNAPHH
APUTMHH, MANMHTAlHH

NEePUKAPIECH HATHB

Torsades de pointes

XUNEPTOHHUS

XeMOparuf, TPoMOOeMOONIHIHH H HeXeMUHuHH chOuTHa, nepudepHu
CB/J0BH HapYLIEHHS, Ch/IOBH XHITOTEH3UBHH HAPYILEHH

uHDapkT, 1H160Ka BeHO3HA TpoMB03a Ha KpaHHHUKTE, WOK

JANXarennn, rpeIad 1 MEMUCTHHANIHH HapyilIeHHA

YecTu:

HeuwecTu:

Penxn:

JMCTIHEA, MapeHXHMHH 0enopoOHH CMYILEHHS, IUTeBPAJICH H3/THB,
(papHHIHT, KALUNKLA, KOHIECTHS HA HOCA U BB3MAJEHHS

PECIMpATOPHA HEOCTATEYHOCT, CMYILEHHS B PECIHPATOPHHTE MBTHLLA,
acrma

CHHAPOM Ha OCTBD PECUPaTOpeH ZHCTpeC

CroMallHO-UPEBHH HAPYIIEHUS

Muoro gecTtH:
Yectu:

Heuyects:

Penkmu:

AMapus, rajieHe

CTOMAIHO-UPEBHH BB3AIHTENIHH CECTOSHUSA, CTOMAIITHO-YPERHA
VILgpaund | nepdopauns, CTOMalWHO-YpERHH XEMOPAriH, CTOMaTHT W
YIEpaliks, aCLUMT, NOBPEILAHE, CTOMAUIHO-YPERHU U A0IOMHHATHH
DOJIKH, THCHIENITUYHU NPU3HALM W CHMIITOMH, KOHCTHIALMA,
(narynenuns, noayeane 1 pazivpABaHe, KAIIABH H3NPAXKHEHHA,
CTOMALIHO-YPEBHU MPUZHALM U CUMIITOMH

MapajiMTHYEH HIIEYC, OCTBP H XPOHUUEH MAHKPEATHT, TaCTpo-e30(areaneH
peduryke, HapyWeHO H3MpazBaHe Ha CTOMAaxa

cybnieyc, rceBAOKHCTA Ha IAHKpeaca

Xenato-GUIHAPHY HAPYLIEHUA

Yectu:
Penxu:

MHoro peaku:

HapvineHus Ha KOXKATA M BOAKOKHATA ThKaH

XONECTa3a H KbNTeHHA, YBPEXKAAHe Ha HYepHOAPODHHUTE KIIETKH H
XemnaTHT, XOMaHTHT

TpomO03a Ha YepHOIPOOHATA aApTEPHA, BEHOOKITY3HBHO YEPHOAPOOHO
3abonaBabe

4YepHOApoOHA HEIOCTATHUHOCT, CTEHO3a HA ACTHUHHA KaHaN

Yectu:

NMpYpHTYC, OGPHB, aJa0MCUHA, aKHE, YBCITHUCHO H3IMOTABAHC




Heuecrn: NEPMATHT, (POTOTYBCTBUTETHOCT
Penxu: TOKCHYHA eNHAEPMATHA HeKponu3sa (cuuapom Ha Lyell).
MHoro penxu: CHHJIpOM Ha Stevens-Johnson

Hapynienusa Ha MYCKyJIHO-CKENETHATA CHCTEMA H ChCIHHUTENHATA ThKAH

Hectu: apTpanrus, MyCKy/HH CIIa3MH, Gonka B kpaliHHuuTe, Gonka B repla
HeuecTu: CTaBHH CMYILEHHS
Pengu: HaMaJ/I¢Ha NOABHKHOCT

Hapyiienus va 6u6penyre v nHKOUHKETE IHTHIIA

MHoro uectu: OubpeyHo yRpesKIaHe

Yecru: 6u6peuna HemocTaTBUHOCT, OcTpa OBOpEYHA HETOCTATHUHOCT, ONHUIYPHS,
Hekpo3a Ha OuOpedHuTe TYOYH, TOKCHUHE HedponiaTHa, IMKOUHH
8HOMAJIHH, CHMITTOMH OT CTPaHa Ha NUKOMHHA MEXYp H ypeTpara

Heuecru: aHYpHs, XCMOJTHMTHYEH YPEMHYeH CHHAPOM

MHuoro penku: He(pPONATHsl, XEMOPArHYEH LMCTHT

HapymieHnd Ha BE3OPOM3BOMTENHATA CUCTEMA H ThpaTa
Heuectn: AHCMEHOPEA H MATOYHO KBPBEHE

061K HapyiueHWs M edeKTH Ha MACTOTO Ha NPMIQKEHHE

Yecru: aCTEHHYHH CBCTOSHHL, Gedpunuun cMyuieHns, eaeM, Gonka U
AHCKOM(OPT, CMYTEHO BL3IPHEMAHE HA TENECHATA TEMIIEPATYpa
Heuecru: MY/ITHOPTraHHa HEAOCTATBYHOCT, 3a60M4BaHe MOAOOHO Ha HHGMTYEHIIa,

HapylueHa NOHOCHMOCT KbM TEMIIEpaTypa, YCEUIAaHe 33 HATHCK B
I'bPIHTE, YYBCTBO 38 HEPBHOCT H TPEBOXKHOCT

Peakn: HKKAA, NaAaHE, CTATAHE B IbPAUTE, 13Ba

Muoro peaku: YBeTH4EHa MacTHA ThKaH

Hicnenpauus

MHoro yecTu: OTKJIOHEHHUS B YepHOApPoGHHUTE GYHKUHOHANHH TECTOBE
Yeeru: yBe/IHY€eHa ankaiHa docdarasa, yBETHUEHO TENSCHO TEINO
Heuectn: yBE/IHYeHa aMunasa, abHopmun Haxoakd B EKT, aOHOpMHH myic H

ChpaedHa YecToTa, HAMAJIEHHE Ha TENECHOTO TEIVIO, IOBHILCHA
JIAKTAaTAEXMAPOreHa3a B KpbBTa
Muoro peakn:  abnopmua exokapauorpadus, yasmked QT va EKI

HapansgBanns, OTpapiHus W YCIOKHEHHA, BE3HUKHAIM B PE3YJITAT Ha MHTEPBEHLHH
YecTu: MBPBHYHO HAPYLIEHHE QYHKUHMATA HA NMPHCAAKATA

Habmonaranu ca nekapcTBEHH rpeluku, BKIFOYHTENHO HEBHHMATENHO, HEYMHILUTEHO HITH
0e3KOHTPOMNHO 3aMECTBAHE Ha JICKAPCTBeHUTE (hOPMH HA TAKPOIMMYC C He3a0aBHO
ocBoOOMKAABAHE WITH ¢ YIBLKEHO ocsoboxasane. J{OK1anBaHU ca CRBP3aHH ¢ TAX CIYYaH Ha
OTXBEPIAHE HA TPAHCIUTAHTAHTA (YECTOTATA He MOKe A2 OLae onpeasneHa OT HATHYHHTE AaHHH ).

Onucanne Ha ONPEAETEHH HEKETAHW PEAKLIAH:
bounka B kpafiHHUMTE © ONIUCAHA B peIMuA NYOIHKYBaHH ChOOLIEHHA HA CllyYau KATo KOMMOHEHT
OT KAIIMHEBPHHOB MHXHOHTOP-UHAYIHpaH Sonkos cuugpom (Calcineurin-Inhibitor Ind
Syndrome - CIPS). ObukHOBEHO ce NpOSBABA KATO ABYCTPaHHA (CUMETPUYHA), CHITH
BB3X0/ALIa OONKa B TONHHUTE KpaiHHHLM H MOKE 1a Obje CBbp3aHa ChC Cynparepan




Ha Takponumyc. CHHAPOMBT MOXE Ja Cé NOBJIHAE OT MOHKMXABAHE HA 103AT4 HA TAKPOJIHMYC.
Tpu HAkow ciydaH € OMN0 HeOOXOAMMO MPEMUHABAHETO KbM ANTEPHATHBHA HMYHOCYTIPECH.

Crobiiapane Ha NOQ3HPAHH HEXENAHH PEaKIIHH

CrobuaBanero Ha NonO3MpaHH HEXEIaHK PEaKUHHM CITell paspeliaBaHe 3a ynorpeda Ha
JIEKApCTBEHHA MPOIYKT € BaxHO. Tosa N03BONSBA A TIPOABLIKH HaGNOAEHHETO Ha
CHOTHOLIEHHETO MO:13a/PHCK 32 TeKapPCTREHHS NPOAYKT. O MEAWLMHCKHTE CrEIHalHCTH ce
M3HCKBA /3 ¢1Lo0IaBaT BCsKa IIOA03HPAHA HEXKENAHA PEAKLMA Upe3 HALIHOHAIHA CHCTEMa 3
choDIIaBaHe:

HM3nbanuTeTHA arcHLs 110 JieKapeTeaTa

yi. ,Haman I'pyep” Ne 8,

1303 Codyus,

Ten.: +35 928903417,

yeOcaiT: www.bda.bg,

4,9 IIpeposupane

OnuTeT ¢ npenosupane e orpanuyed. Crobiaea ce 3a HAKOJIKO Cy4ad Ha CIydakHo
MpeJo3HPaHe; CHMIITOMMUTE €a BKIIKOYBANTH TPEMOP, MMaBobo/He, TalcHe H NOBPBILAHE,
HHEKIMH, YPTHKAPU, JIETAPrEs, YBETHIEHHE HA HUBATA HA KPBBEH YPEeH a30T, CEpyMEH
KPeaTHHWH H alaHUH aMuHoTpaHcdepaza.

Hama cieumdmuen antuzor 3a Ilporpad. [Tpu npenosupaue Tpabea ga ce nposeaat o6wu
NIOAIBPKALM MEPKH H CHMITOMATHYHO JICUCHHE.

[Topamy BHCOKaTa My MONEKYJTH Maca, MAJTKaTa pasTBOPHMOCT BB BOJ@ W €KCTEH3HBHOTO
CBBP3BAHE C €PHTPOLMTH H IU1a3MEHH [IPOTEHHH C& 0YAKBA, Ue TAKPOJUMYC HE MOKE JIa ¢e
Auannzdpa. IIpy OTASTHH NALMEHTH ¢ MHOTO BHCOKH TUTA3MEHW HHBA, XeMOHITpaIlHg WK
AvadrATpalks ca OHIH eekTHBHH 32 NOHHKABAHE HA TOKCHUHKHTE KOHLEHTpaLuMH. B cyuait Ha
OpalHa HHTOKCHKALMA MOXKE 1a IOMOTHE CTOMAIIHA IPOMUBKA W/MNK ynoTpela Ha ancopGeHTH
(KaTO AKTHBEH BBIIIEH), aKO CE MPHIOHKAT CKOPO CeA NONTBLIAHETO.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 @apMaKoaHHAMHYHH CBOIHCTBA

({apmakoTepanesTHYHa Tpyna: MMynocynpecopu, kanuurespuHoeH HuxuGuTopH, ATC kox:
LO4ADO02

MexaHH3LM HA geﬁCTBHC H g[!apmaxogﬂﬂamuquu emelcm

Ha mMonexynHo HMBO edekTHTE Ha TAKPOIHMYC H3MIEXKIA C€ MEARUPAT Ype3 CBhP3BaHE C
ukrosoneH nporeuH (FKBP12), koliTo oTropaps 3a BLTpeKIeTBYHOTO aKyMYJIHpaHe Ha
cpennHennero. FKBP12-TakpoauMye KOMINEKCsT cneudduyHo W KOMNETHTHBHO CE CEBP3Ba C
Ka/IliMHEBPHH, HHXUOHPA I0, BOAH 10 KUIUMIi-3aBUCHMO HHXMOHpaHe Ha mbTHINATa Ha T-
KJIEThYHATR CHTHAJIHA TPAHCAYKLUMA H TaKa NPSA0TBPATABA TPAHCKPHITLMATA HA THCKPETEH
KOMIIEKT THM(POKHHOBH M¢HH.

Takponumyc e BHCOKO eQeKTHBHO HMYHOCYTIPECHRHO CPEACTRO M € C J0KA33Ha AKTHBHOCT B
OMNUTH i Vitro M in vivo.

[To-cneunando TakponuMy< HHxuBupa 0OpazyBaHETO Ha LIMTOTOKCHYHHTE IMM(OLIHTH, KOMTO ca
OTrOBOPHH 3& OTXEBP/SHE Ha NIpUcalkara. TakpoauMyc OTHCKE aKTHBHpaHeTo HA T-Kn '




TAMGOKUHH (KATO HHTEPIEBKUHH-2, -3 H Y-UHTEP(EPOH) M EKCNPECHITA HA HHTEPICBKHH-2
peLenTopa.

Pesynratn or ny6nukyBaHUTE NaHHH 33 TPAHCIUTAHTAIIHM HA APYIH OPraHK

TIporpad € BKIIOYEH B NPHETOTO JIEYEHHE KATO MBPBHYEH MMYHOCYTIPECHBEH JICKapcTBen
TPOYKT CJie/l TPAHCIUIAHTAUMA HA MaHKpeac, 6an npod W uepBa. B npocnexrueun nyGnvkysanu
MPCYYBAHHA TAKPOIMMYC € H3NHTBAH KaTO MEPBHYHO HMYHOCYIPECHBHO CPEACTEO NPH OKONIO
175 naumenTu cren Genoapodua, 475 naumentu cnex naHkpeacHa | 630 nauMeHTH cie YpeBHa
TpancrnanTanua. MpodHasT Ha Ge3onacHoOCT Ha TAKPOIMMYC MIPU TE3H MyONHKYBaHH
NPOYYBaHHA € NOA0OEH Ha TO3M, 33 KOHTO ce CboOUIaBa MPH NO-TOJIEMH TIPOYUYBAHUA, KBAETO
TAKPOJIMMYC CE H3NON3Ba KATO MBPBHYHO JISYCHHE MIPH TPAHCIUIAHTALIMA Ha YepeH Apob, Gblipek
u cbpue. PesynraTure 3a eukacHOCT OT Hali-rofeMuTe NPOYYBaHHS 32 BCAKA HHITHKALMSA Ca
obobLenu no-gony.

Tpancnantauus Ha 6an gpob
MeXaMHHKAT aHaH3 Ha €AHO CKOPOLIHO MHOrOLEHTPOBO Npoyysane obcexaa 110 naunexTH,

MOJUIOXKEHK HA paHIOMH3HpaHe |:1 ¢ TakpoauMyc unu unknocnopuH. TakponHMyc ¢ 3amouHat
KaTO HEMPEKBCHATA HHTpaBeHo3Ha HH(y3us B no3a ot 0.01-0.03 mg/kg/nHeBHO, a NepOpaIHUAT
TAKPONHMYC € NIpHiIoseH B ao3a ot 0.05-0.3 mg/kg/nxerto. B nupBata roaHHa cren
TPAHCTUIAHTALIHATA € AOKIIA/[BAHA NO-HHUCKA YECTOTA HA CITyYaHTe Ha OCTPO OTXBBIISHE 32
MALHCHTHTE Ha TAKPONMMYC B CPABHEHHE ¢ Te3u HA muruiocnopud {11.5% cpeuty 22.6%) u no-
HHCKA Y€CTOTA HA XPOHHYHO OTXBBPIIAHE - OPOHXHONHTHC 00MHTepaHe cHHApoM (2.86% cpenry
8.57%). [IpexnBsemMocTTa B NMbpRaTa rogrHa Ha naueHtute e 80.8 % B rpynara Ha TakponHMyC
1 83% B uurocnopunosata rpyna (Treede et al., 3rd ICI San Diego US, 2004, Abstract 22).
Jpyro paHaoMH3upaHo NPOyUBaHe BKIIOYBA 66 MALMEHTH HA TAKPOJIMMYC CPABHEHH ¢ 67
MALKEHTH HA UHKTOCNOPKHH, TaKpoauMyc e MPUIIoKeH B HAYANoTo Moj GopMa Ha HelpeKbeHaTa
MHTpaBeHO3Ha MH(Y3HA B f03a 0.025 mg/kg/nHesHo u nepopanHo B A03a (.15 mg/kg/nHerHo, ¢
MOCAE/BALIO aZlafiTUpPaHe HA J03aTa 0 JKENAaHHTe KOHIEHTpaluH B KpBeTa o1 10 no 20 ng/ml.
[IpesKHBACMOCTTa Ha NALMEHTHTE 3a ITPBATA MOjIMHA B IPyNAaTta ¢ Takpoaamyc ¢ 83% n 71% B
LHKIOCIOPUHOBATA TPYITd, 4 33 BTOPATA rOAHHA — CLOTBeTHO 76% n 66%. Ennzogure na octpo
orxpbpiasHe 3a 100 nauMeHTOnHE ca no-Manko Ha Gpoi B rpynara ¢ takponamyc (0.85 enuzona)
OTKOJIKOTO B IIMKNOCIIOPHHOBATA rpyna (1.09 cnyuaa). OGnureparneen OpOHXHONUT Ce Pa3BHBA
npu 21.7% OT NalMeHTHTE B TPYIIaTa ¢ TAKpOsiumMyc cipamo 38% npu nauueHTHTE B
UHKIOCMOPHHOBATA rpyna (p=0.025). 3HaunTenHo NoBeve NALHEHTH, NTEKYBaHH C LMKIOCIOPHH
(n=13), e TpaOBaso Ja NpeMHHAT Ha TAKPOIUMYC B CDABHEHHE C TIALMEHTHTE, IEKYBaHH C
TaKPONHMYC H MPEMHHANH Ha umKnocnopuH (n=2), (p=0.02) (Keenan et al.; Ann Thoracic Surg
1995, 60:580).

B apyro IByLEHTPOBO NpoyuBaHe 26 NauMeHTH ¢a paHIOMUIUPAHH B IPYNA C TAKPOAHMYC
CTPAMO 24 NauHeHTH B rPymna ¢ LHKJIOCTIOPHH. B HavanoTo TakpoauMyc e IpHIoKeH noJ popma
Ha HEMPEeKbCHATa HHTPaBEHO3HA HHPY3ua B no3a (.05 mg/kg/nHeBHo, a nepopanHo ce npuiara
no3a ot 0.1 po 0.3 mg/kg/nHeBHO, ¢ NOCNEABAINO ANANITHPAHE HA 103aTa 10 XKEJAHATE HHBA B
KpbBTa 0T 12 g0 15 ng/ml. IpexusseMocTTa B ibpBaTa roauxa ¢ 73.1% B rpymnaTa ¢ TaKpOTHMYC
1 79.2 % B LMKJIOCMOPHHORATA TPYIIa. B rpynaTa Ha TakpoaMMyC MNCaTa Ha OCTPO OTXBBLPAAHE
€ NO-BHCOKA Ha wecTud Mecet] (57.7% copamo 45.8%) u 1 roauna cnen Genoapobrata
TpaHcrutanTan@d (50% cropamo 33.3%). (Treede et al.,J Heart Lung Transplant 2001; 20:511).
Tprure npoyvsania MoOKa3BaT CXONHA CTENEH Ha mpeiuBgeMocT. ClyyauTe Ha OCTPO OTXBbPASHE
¢a 110 Opoi No-Manko B rpynara ¢ TAKpOIHMYC H B TPHTE TIPOYUBAHHA, a €IHO OT Te3H
Npoy4BaHuA choOIARA 3@ 3HAYHTEINIHO TIO-MAJIKO cydaH ¢ GPOHXHOMHTHC OOIHTEPaHE CHHAPOM
B IPYNATA € TAKPOTHMYC. )




TpaHcriaHTalMg Ha DaHKpeac

Exto MuoroueHTpoBo npoyusate srnousa 205 nauHeHTH, TIPETHPIENR eAHOBPEMEHHO
TpaHCTIIAHTALES HA NaHkpeac v OuOpek, paHTIOMHU3HpaHH Ha Takponumyc (n=103) n Ha
uuknocnopus (n=102). Havannara nepopainHa 103a TAKPOAHMYC MO [POTOKON €

0.2 mg/kg/nuerno, ¢ MocaeRAIIO aTaNTHPaHe HA 103aT4 10 KeTaHNTE KOHLEHTPALHH B KPBBTa
ot 8 no 15 ng/ml no 5-us gaen u 5-10 ng/ml cnen 6 meceua. [pexuBiemMocTTa IPH NaHKpeaca 3a
'EPBATa FOIHHA € 3HAYHMO NO-BHCOKA NPH TakponuMyc: 91.3% crnpamo 74.5% npu
nrknocnoput (p < 0.0005), a npexupaeMocTTa Ha Npucasgerus GLOPEK € CPABHHMA B JIBETE
rpyn#. O6uio 34 mauMeHTH NpeMHHABAT OT LHKJIOCIOPHH Ha TAKPOIHMYC, JOKATO CAMO TIpH 6
NAaUUEHTH, IEKYBAHH C TAKPOIHMYC, € OHNa HeoOxoaHMa antepHaTiHeHa Tepanus {Bechstein et
al., Transplantation 2004; 77:1221).

Tpasconastauus Ha Yepea

Iy6nHKyBaHKAT KIMHHYCH ONUT HA €MH UEHTHP 32 YNOTpeda Ha TAKPOJAMYC 33 [TbPBHUHO
AYEHHE C/IE]] TPAHCILTAHTALIMA HA YEPBa NOKa3Ba, Y& CTATHCTHYUSCKATA CTEINeH Ha MPEKHBAEMOCT
Ha 155 nanuentu (65 - camo vepsa, 75 - uepeH Apob v uepBa ¥ 25 - MYITHBHCIIEPATHH),
OPHEMAJTH TAKPOAMMYC H NIPESHU30H, € 75% Ha epBaTa roauHa, 54% Ha metara U 42% Ha 10-ta
FOIHHA.

B pannyTe roguHu HavannaTa nepopasna no3a Takpoinmyc e 0.3 mg/kg nueeno. Pesynrarure
HEMpPeKLCHATO C& NOAOOPSBAT ¢ HATPYNMBAHETO HA oNuT B Teverue Ha 11 rogunu. Paznuusn
HOBOBLBEICHHS, KATO TEXHHKH 33 PaHHO OTKpHBane Ha Epstein-Barr (EBV) u Cytomegalovirus
(CMV) undexunure, KOCTHOMO3ZBYHO CTHMYJIHPAHE, €1HOBPEMEHHO IPHIOKEHHE Ha
WHTEPNERBKHH-2-aHTaTOHHCTA JAKIH3ymMal, 0-HUCKY HaYaTHH JO3H TAKPOIHMYC C XETaHu
KOHUEHTpaL#H B kpbBTa 10 no 15 ng/ml n Hanocne bk o0nbuBaHe Ha TPAHCIIAHTAHTA, CE CMATA,
4e JOTIPHHACAT 32 NoAoOpeHHTe pezynTaTi 3a ToBa NokasaHue ¢ BpeMeto (Abu Elmagd et al |,
Ann Surg 2001; 234:404).

5.2 @apMaKoKHHEerHW4HH CBOHCTBA

A6copbuus
INoka3zaHo €, 4e NpH YoBek TaKpoAUMYC ce abcopbupa B cTOMANIHO-UPEBHHUS TpakT, Crien

nepopaiHo npunoxerre Ha [Tporpad kancynu MakcCHMAaIHH KOHUEHTPAUHH {Cmax) Ha
TAKPOJIHMYC B KPBBTA CE JOCTHTAT 3a 0koNo 1-3 vaca. [1py HIKOW DAauHeHTH U3rieika, e
TAKPOJIHMYC ce abcopOHpa HENPEeKBCHATO B TO-ABTbI EPHO, KaTo NpoduasT Ha abcopbuus e
OTHOCHTe/HO paBeH. CpeaHaTa GHOHANHYHOCT CIIe NEPOPANCH MIPHEM € OT NopAabka Ha 20-
25%.

Cnen nepopanno npunoxenne (.30 mg/kg/aHeBHO) IPH MALKMCHTH ¢ YepHOApoGHa
TpaHCIIaHTaUKs, PABHOBECHH KOHUEHTpauuy [Iporpad ce gocrurar 3a 3 AHH MPH MHOZHHCTBOTO
NaLUeHTH.

ITpu 3apaBu noSposonuu INporpad TEbLpam kancynu 0.5 mg, | mg u 5 mg ca GHOeKBHBANIEHTHMY,
KOraro ce MpHnarat B eKBHBANICHTHA 1034.

CkopocTTa M cTeneHTa Ha abcopOLMA Ha TAKPOIMMYC € 110-TONIAMA, KOTATo C& GPHeMa Ha TJIaJHO.
[pHCHCTBHETO HA XpaHa HAMANABA H CKOPOCTTA M CTeneHTa Ha abcopbuus Ha TaKpoMMYycC, KaTo
TO3H C('l)eKT € Hait-CH/IHO H3paieH cnen NpHeEM Ha XpaHa ¢ BHCOKO ChABPXKAHHEC HA MA3HKHH.
XpaHa ¢ BHCOKO ChABPKAHHE Ha BbITIEXHAPATH OKa3Ba NO-MAJIKO H3paseH edekT.

ITpu cTabunu3npaHy NamUeHTH ¢ YepHOIPOOHA TPAHCIUTAHTALMA OpaHaTa GHOHATIHYHOCT Ha
ITporpad HamansBa, KOraTo ce NMpHJIAra Clel IPMeM Ha XPaHa ¢ YMEPEHO ChAbpPKAHHE Ha
ma3HuAM (34% oT kanopuute). [ToHwkennero na AUC (27%) 1 Ha Crax (50%) 4 yBelTHUEHHETO
Ha tmax (173%) B 1ANA KPBE © OYEBHIHO.
B npoyusaHe, B KOETO yYacTBAT CTAOMIMAHPAHH NALMeHTy ¢ 6LOpeyta TpaHCILIAHTA
KOHTO € npuioxeH fHporpad BeaHara cnesl cTaHAapTHA KOHTHHEHTATHA 3aKyCKa, ed




OuonanuuHocTTa & no-Manko upasen. Mouwkenuara na AUC (2 10 12%) u1 #a Coa (15 10 38%)
W YBETHYEHHETO Ha tmax (38 10 80%) B usana kpbs ca oueBHaHM.

[IpHTOKET Ha knBbuKa HE BIHAE BBPXy abcopbumsTa na Tlporpad.

ColuecTsyBa ciina kopenaums Mexay AUC i paBHOBeCHHTe KOHUeHTpaUKH B KphaTa. [lopann
TOBA MOHHTOPHPAHETO HA KOHLIEHTPALMKMTE B LIA/TA KPLB AaBa 200pa Npe/icTaBa 3a CHCTEMHOTO
W3JIaraHe Ha TAKPONMMYC.

Pasnpenenetine

[Tpu Yoeek pasnpenencHHero Ha TaKPONMMYC CIEt MHTPABEHO3HA HHAY3HA MOXKE J1a CE OITHILE
kato ABY(}azoBo. B cuctemMHOTO KpBhBOOOpALLIEHHE TAKPOTHMMYC Ce CBbpP3Ba CTAOHIIHO ¢
€PUTPOLIUTUTE, KOETO BOAK A0 ChOTHOLLEHHE B PA3NpPeASNEHHETO HA KOHIIEHTPALHHTE OKOJIO
20:1 3a uana kpee:miasma. B nnasMara rakponumyc € cBbp3aH B roiama creneH (>98,8%) ¢
TUIA3MEHHTE NIPOTCHHH, TJIABHO ChC CEPYMHHA ANIOYMUH U 0- | -KHCeN MuKONpPOTEHH.
TakpomiMyc ¢ Mpoko pasnpeneneH B TanoTo. [locTosHRMAT 00eM Ha pasnpejenceHue Ha Gaza
Na3MeHn KOHUSHTpalMH € okosio 1300 | (3apaeu ao6poBonuu). CHOTBETHHTE AaHHKM Ha Hasa
LAna Kpbe ca cpeaHo 47,6 1.

buotpancdopMmatins

Takponumyc ce MeTaboMM3HUpa OCHOBHO B YepHHS Apod, peAMMHO upes uuToxpom P450-3A4
(CYP3A4) u uuroxpom P450-3A5 (CYP3AS). Toif ce MeTaGonu3mpa 3Ha4MTENHO U B YpEBHaTa
creHa. HaewtHuLEpanu ca Hakonko MeTaGonuTa. Camo eaun or Tax obave in vitro uMa
HMYHOCYTPECHBHA aKTHBHOCT, No/100Ha Ha TakponuMyc. Jpyrure MetaGonuTH MMaT MHOIO
cnaba MM BBODLIE HAMAT MMYHOCYTIPECHBHA aKTHBHOCT. B cHcTeMHOTO KphRooGpalenne
TIPUCHCTBA CAMO €IHH OT HEAKTHBHUTE METaDOIHTH B HHCKa KOHLIEHTpalua. 3aToRa
METa0ONHTHUTE HE JONPHHACAT 3a (APMAKOIOrHYHATA AKTHEHOCT HA TAKPOTHMYC.

EnuMuHEpane
Takponumyc e cydcraHups ¢ HHCBK KTHpBHE. TTpu 3apaBs A0GPOBONIH CPEIHHAT TOTANEH

KIHpeHE oT T10To (TBC), onpenenen upes KOHUEHTpalHKHTe Ha Ina Kpbe, € 2,25 V/h. Tipu
Bb3PACTHH NALMEHTH ¢ TPAHCIIIAHTALIMA Ha YepeH apod, 6u0pek u cwpue ce Habnoaaear
croitnocTd 0T 4,1 I/h, 6,7 /h u 3,9 I/h croTeetso. Jeuata-peumunuenty ¢ yepHoapotna
TpaHcmnaHTauns uMar TBC, npuOIH3HTENHO ABOSH HA TO3W NPH BH3PACTHY NALHEHTH C
yepHOApoOHa TpaHcTuTaHTalEA. CuHTa ce, Y4e HaKTOpH KaTo HHCKH XEMATOKPHT H NPOTEHHOBH
HHBA, KOMTO NPEAH3BHKBAT YBE/HYEHHE Ha HECEbp3aHaTa (pakilii TAKPOJHMYS, KAKTO H
YBEMHYEHUAT NOA ASHCTBHETO HA KOPTUKOCTEPOHIU METADOMH3IBM, €4 OTTOBOPHH 3a MO-BHCOKHA
KITHPBHC, HaDMIoAaRaH ¢iel TPaHCIIAHTALMATA.

BpemeTo Ha mOMY:KHBOT Ha TAKPOIMMYC € TBJIr0 W ipoMeriubo. [Ipu 3apasy noGposonuu
CPeAHOTO BpEME Ha MIOJTYKUBOT OT UsNa KPbB € 0Kouo 43 vaca. [IpH BE3pacTHH H Aela ¢
uepHOAPOOHa TpaHCILTaHTALMA Toi e cpeaHo 11,7 uaca u 12,4 yaca chLOTBETHO, cpashen ¢ 15,6
4acd MPU BB3PACTHH PEUHINHEHTH Ha OBOpeveH TPAHCTUTAHTAHT. Y BETHUCHHTE CTOMHOCTH Ha
KIIHPBHCA AOTIPHHACAT 34 NO-KPATKOTO BPEME Ha MOMYKHBOT, HaOMOJABAHO IIPH NALMEHTHTE C
TPaHCIIaHTAUS.

Crnea MHTpaBEHO3HO ¥ MEPOPATHO MPHIIOKEHHE Ha TAKpOHMYc, Genasad ¢ C', nopeueTo
PagHOaKTHBHOCT C€¢ €1MMHHMPA ¢ H3NPaXHEHUATA, a okofo 2% - ¢ ypuHara. [To-manko ot 1%
HEMPOMEHEH TAKPOIHMYC CE OTKPHBA B U3NIPAXKHEHHATA H YPHHATA, KOCTO [IOKA3Ba, He
TAKPOJIMMYC ¢€ MeTab0/1M31pa NOYTH HAMBITHO NPEH eTMMHHBHPAHETO, KATO KThYKATA €
IJIABHUAT BT HAa €TAMHHHpAHE.




5.3 IlpeaxiuHHYHM JaHHH 3a Ge3omacHoCT

Bubpenure 1 maHkpeachT ca OpraHuTe, MbPBHYHO 3aCETHATH TIPH U3C/IEABAHMUATA 32 TOKCHUYHOCT,
M3BBPLICHH ¢ MIbX0Be U 0abyunu. [Ipu nibxoBe TakponuMyc OKa3ea TOKCHYHH e)eKTH BBPXY
HEpBHaTa cucTeMa M ounTe. OOpaTHMH KapauoTOKCHYHH ehexTH ce HabOAaBAT NPH 3aiLH Crie/
HHTPaBEHO3HO MPUIOKEHHE Ha TAKPOIHMYC.

Korato TakponuMyc ce npuiiara MHTPaBeHO3HO Kato Obp3a HH(Y3HA/00MyC HHKEKIMS TIPH J03H
ot 0,1 no 1,0 mg/kg ce nabmonasa QTc ynbokaBaHe Npu HAKOM KHUBOTHHCKH BHIOBE.
JlocTvrHaTHTe C T€3M 103 MMKOBM KOHLIEHTPALWK B KpbETa ca Haj 150 ng/ml, koeto e Hax

6 MbTH NOBeYe OT CpeJHUTE MKOBY KOHLIEHTpaluK, Habntonaeanu ¢ [lporpad) npu KIMHHYHH
TpaHCIUIAHTALHH.

IIpy nurbxoBe M 3aiiuy € HabmoapaHa eMOprodeTaTHa TOKCHYHOCT H € GHla orpaHH4eHa 10
J03H, KOHTO NMPeTH3BHKBAT 3HAUUTENHA TOKCHYHOCT IIPH XKUBOTHHTe-Makiku. [Ipu nisxose
JKEHCKATa PENpOAYKTHBHA (DYHKLMSA, BKITIOUMTETHO paskiaHe, ce yBpexk/a PH TOKCHYHH JO3H H
MpH MOTOMCTBOTO c€ Hab/MoAaBa MO-HUCKO TEIIO TIPH paXkaaHe, HAMaJIeHH KH3HECTIOCOGHOCT U
pacTex.

IIpu niexoBe e HabmoaaBaH oTpuLaTeseH edekT Ha TAKPOITUMYC BbPXY MBIKKUS (hepTHiIHTeT
nos (hopMa Ha HaMasieH OOl CrepMaTO30MIH M HAMATEHA MTOBMKHOCT.

6. ©®APMALEBTHYHHU JAHHH

6.1 CpoHceK HA NOMOIIHATE BelleCTBA

KancyaHo ¢babpikuMo
Xunpomenosa
Kpockapmenosa Hatpuii
JlakToza MOHOXHIpAT
Marnesues creapar.

KancynHa o6BHBKa:

Twuranos nuokcun (E171)
Hunr sxenesen okcun (E172)
HKenarun

ITeyaTHo MacTHIO BBpPXY KarncysiHaTta OOBHUBKA: LIEJLIAK, JIELIUTHH (COs),
XHAPOKCHITPOITHITLIENTY 1032, CHMETHKOH, YepBeH skee3eH okcu (E172).

KancynHo cbhabpxumo:
Xunpomenosa
Kpockapmenosa HaTpuid
JlakTo3a MOHOXHMIpAT
Maruesues cTeapat

Kancynna oOBHBKa:
Turanos noxcua (E171)
Kenatun




IleuaTHo MacTH/IO BBPXY Karncy1HaTa OOBHMBKA: IIENIAK, JELHTHH (Cof),
XHJIPOKCHITPOINHIILENTYJI03a, CHMETHKOH, YepBeH skeneseH okeua (E172).

6.2 HecnBMecTHMOCTH

Takponumyc e HecbBmecTHM ¢ PVC (nonuBiHMXa0pua). ENpyBeTKHTE, CIPMHLOBKHUTE H
Apyroro 06opyaABaHe, H3MON3BaHO 3a MPUTOTBSHE HA CYCMEH3HA OT ChABPIKAHUETO HA KAICYJIHTE
ITporpad, ve Tpsabea na cbabpxkar PVC.

6.3 Cpok Ha roasocr

3 ronuHM
Cnepn orapsHe Ha amyMHHHeBaTa 00BHBKa: | roguHa

6.4 CnennajHH yc/I0BHS 3a chbXpaHeHHe H paboTa

To3u nexkapcTBeH MPOIYKT HE H3UCKBA CIIELIMAIIHH TEMIIEPATYPHH YCIOBHS 3a ChXPaHEHHE.
/la ce cpXpaHaBa B OpUrHHA/IHATA ONAKOBKA, 3a [ Ce NPeAnasu OT Biara.
TeepauTe kancyau TpsaOBa Ja ce NONIbLIAT BeHAra Cliejl M3BKIAAHETO OT GiucTepa.

6.5 Bua 4 cLAbpKAHHE HA ONAKOBKATA

PVC/PVDC/anymunuer 6nuctep uwin nepdopupa 6ucTep ¢ eqMHHYHH 1034 OT
PVC/PVDC/anymunnii. Enun 6nucrep coabpxka 10 kancynu. Baucrepure ca onakoBaHu B
amyMHHHEeBa 00BHBKA CHC CYLIHTeIL.

Onaxkoska ¢ 30 TBbpaM Kancysiu B GnucTepH.
Onaxkogka ¢ 30x1 TBbpaK Kancynu B nephopHpaH GIHCTEp ¢ €IMHHYHH I03H.

Onakogka ¢ 30, 50 1 60 TBBpAM Kancyu B GaucTepy.
Onaxoska ¢ 30x1, 50x1 u 60x1 TBBLpAM Kanicynu B nepdopHpaH OIHCTEP C SAWHUYHH JIO3H.
He BCHYKH BUOBE ONaKOBKM MoraT jia Ob/1aT MycHaTH Ha nasapa.

6.6 Croenuajnn npeana3HH MepPKH NPH H3XBBPJsAHE H paboTa

ITopaau umyHOoCynpecHBHHS e(eKT Ha TAKPOIUMYC, BAMILIBAHETO WIH JUPEKTHUAT KOHTAKT €
KOKATa WK JIATABMLIMTE HA JIeKapcTBeHHTE (hOPMH 3a HHKEKLIMOHHO NPUIIOKEHHE, NPaxa Wik
rpaHy/IMTe, ChAbPKALLH CE B IPOAYKTHTE C TAKPOIUMYC, TpAOBa a ce u30Area no Bpeme Ha
NOJArOTOBKATA. AKO Bb3HHKHE TAKBB KOHTAKT, M3MHMITE KOXKATa W U3MIIAKHETE 3aCerHaTOTO OKO
HJTH OYH.

7. NPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hupepnannus
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9. JIATA HA IThPBO PA3PEIIABAHE/NIOJHOBSIBAHE HA PA3PEIIEHHETO
3A YIIOTPEBA

Jarta Ha mbpBo paspewaBane: 31.10.2006
Jlata Ha nocneaHo nogHoeasaxe: 12.01.2012

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




