1. UME HA JIEKAPCTBEHMUA ITPOAYKT /d O 2o ;. 5’/5’
o0

[Iporpad 0,5 mg TBBpAH Kancyau

Prograf 0,5 mg capsules, hard irminmn BT RIFEEIT 1Y 0 108

[Iporpad 1 mg TBLpAM Kancyau
Prograf 1 mg capsules, hard

2. KAYECTBEH U KOJIMMECTBEH CBCTAB

[Tporpad 0,5 mg TBBHpAH KancCyJiH

Beska kancyinia cpabpxka 0,5 mg takponuMyc (kato MOHOXHUApaT) (tacrolimus).

[TomMoOLIIHO BEIECTBO ¢ H3BECTHO AeicTBHE: 62,85 mg 1akTo3a MOHOXHApAT

[TeyaTHOTO MacTHJI0, H3MOJI3BAHO 3a MAPKHUpaHe Ha KarCyJIuTe, Ch/IbpKa CJIeIH OT COEB JIELIMTHH

(0,48% ot 00O1IMA CBCTAB HA NMEYATAHOTO MACTHJIO).

[Tporpad 1 mg TBBHPAM KancCyJH

Bcska kancyna ceabpka 1 mg TakpoauMyc (kato MoHoOXMApar) (tacrolimus).

[ToMOLIHO BELIECTBO ¢ U3BECTHO AeHcTBHe: 61,35 mg nakTo3a MOHOXHAPAT

[TleyaTHOTO MacTHJI0, U3MOJI3BAHO 32 MAPKHUPAHE Ha KarCyJIuTe, ChbAbpiKa CJIeAr OT COEB JICLIMTHH
(0,48% ot 0011MA CbCTAB HAa NEYATHOTO MACTHJIO).

3a NBJIHUA CITUCHK Ha MOMOILIHUTE BELLECTBa BHXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

ITporpad 0,5 mg TBBHpAM Karncyau
Tebpaa kancyna
Henpo3spaunu 6,1€10KbJITH TBBPAH JKEJAaTHHOBH KarcCyJid ¢ OTre4YaTaHo B 4epBeHo ,,0,5 mg™

BLPXY KamayeTo Ha Kancynara u ., (f) 607 BbpXy Ta10TO Ha KaricyJiata, CbhbpaKalla Os npax.

[lporpad 1 mg TBBLpAM Karcyiu
Tebpaa kancyna
Henpo3paunu 6enu TBbPAM )KETATHHOBM KariCyJiy ¢ OTNe4YaTaHoO B YEPBEHO ,,1 mg™ BbpXY

Kara4eTo Ha Karicysaara u ., (f) 617 BbpXy TAI0TO Ha KarncyJara, CbAbpaKalla 051 npax.

4. KIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHA

[TpodunakTHka Ha OTXBBPJISHE HA TPAHCIUIAHTAHTA MPH PELIMITHEHTH Ha ajlorpadT — YepeH apoo,
OBOpeKk UK chbplLIe.

JleueHre Ha OTXBBpJISHE Ha ajiorpadTa rpu ciy4ad, pe3UCTEHTHHU Ha Tepanus ¢ Apyru
MMYHOCYNPECHBHH JIEKAPCTBEHH MPOYKTH.




4.2 Jo3HpoBKA H HAYHH HA NPHJIOKEHHE

Jleuenmero ¢ [Iporpag u3MCKBa BHHMATETHO MOHHTOPHPAHE OT aJIEKBATHO KBATMGHIHMPAH U
eKHNHUpaH nepcona. JlekapcTBeHMAT NPOAYKT TpsOBa a ce NMpeAIHCBa K NIPOMEHHTE B
MMYHOCYIIPECHBHATA Tepanus Ja C¢ MpaBsaT caMo OT JIEKAPH C ONKT B HMYHOCYNPECHBHOTO
JleYeHHe H TpeTUpPAHE HAa TPAHCIUIAHTHPaHHU NMalMeHTH.

HeBHHUMATENIHOTO, HEYMHIILIEHOTO WIH 0€3KOHTPOHO NIPEMHHABAHE KbM JIEKAPCTBEHA popMa Ha
TaKpONHUMYC ¢ He3abaBHO ocBOOOKAABAHE WIH KbM JIEKAPCTBEHA (OpPMa C YABIIKEHO
ocBofoxaaBaHe He e Oe3onacHO. ToBa MOXe Aa NpeH3BHKA OTXBBPJIAHE Ha NNPHCAIKATA WIH
yBeIHUaABAHE YECTOTaTa Ha HEXKEJIAHHTE PEAKLHH, BIUTIOYHTETHO HEAOCTATHYHA HMYHOCYNIPECHS
WIH CBPBXHMYHOCYTIPECHS, MOpaaH KIHHHYHO 3HAYHMH Pa3iIMKH B CHCTEMHATA €KCMO3HLMA Ha
Takponumyc. [laeHTiTe TpAaOBa ga ce IEKYBaT C €HA OT JIEKAPCTBEHHTE QOPMH Ha
TAKPOJHMYC, NPH CNa3BaHE Ha ChOTBETHATA JHEBHA CXEMa Ha MpHaraHe, NpoMAHa Ha
neKkapcTBeHaTa GopMa WIH Ha cxeMaTta Ha npanarase TpadBa fa ce npaBH caMo Moj
HenocpeACTBeHO HabMoieHye OT CeLHAIHCT TPAHCIUTAHTONOT (BXK. ToukH 4.4 U 4.8). Cnen
npeMHHaBaHe KBM KOATO 4 J1a € AlITepHaTHRHA NleKapcTBeHa dhopMa TpabBa na ce HanpaBu
TEPaNeBTHYHO JIEKAPCTBEHO MOKHTOPHPAHE H KOPUTHPaHe Ha J03aTa, 34 [1a C€ OCHI'YPH
3ana3paHe Ha CHCTEMHATa €KCNO3HLMA Ha TAKPOITHMYC.

O6mn crobpaxenns

[IpenoppYBaHATE HAYAIHH JO3H, MPEACTaBEHU MO-A0TY, Ca MPEAHA3HAYEHH A4 C/TyXKaT CaMo
KaTo ykazaHue. Jlosnpanero Ha Ilporpad Tpabsa npean BcHuko na ce 6azupa Ha KIMHHYHATA
OLIEHKA Ha OTXBBLPJAHETO H NOHOCHMOCTTA NPH BCEKH OTIAENEH NALHEHT, NOANOMOrHATa OT
MOHHMTOPHPAHETO Ha KOHUEHTPALMATE B KPBBTA (BHXK NO-J0NY: NMPENOPHUNTEIHH KOHIIEHTPalIHH
B IBIIHOLEHHA KPbB, KOKTO Tpa0OBa Aa ObaaT JOCTHIHATH). AKO Ce MOABAT MPH3HALIK Ha
OTXBBbpJIAHE, TpAGBa Aa ce OOMHUCIIH NMPOMAHA HA HMYHOCYTIPECHBHHS PEXKHM.

[Tporpad Moxe Aa ce nmpuiara HHTPABEHO3HO WIH nepopanto. O6HKHOBEHO Ce 3amo4sa ¢
nepopasHO NMPUIOKEHHE, aKO € HeoOX0AMMO, ChABP:KAHMETO Ha Kalcynara, CyCleHAHPAHO BLB
BOJA, MOXKE Jla Ce MpHiara ype3 Haszoractpansa conga. ObuxHoseHo [Iporpa¢ ce mpunara B
KOMOHHALHsA ¢ ApYrH HMYHOCYTIPECHBHH CPEACTBA B HAYANHUA NEpHoA cien onepauuara. Jlozara
Ha [Iporpa¢ Moxe na Bapupa B 3aBHCHMOCT OT HM30paHUA HMYHOCYIIPECHBEH PEKHM.

Ho3upoBka

IIpenopuku 3a Ao3HpARe nph: HepHoapobHa TPaAaHCNJIAHTANIHS

[Ipo¢unakTrka Ha OTXBBPIASHE HA TPAHCINAHTAHTA — BH3PACTHH
[TepopanHoTo neyenue ¢ Iporpad Tpadra na 3anoune B go3a 0,10-0,20 mg/kg/nuesHo,

pasjelieHa Ha B3 OTJAENHH npyHeMa (Hanp. CyTpHH H Beuep). [IpueMbT Tpabra ga 3anoune okono
12 yaca cnea 3aBBLPIIBAHE HA OTNIEpaLIHATA.

AKO nepopanHOTO NPHIOKEHHE € HEBBL3MOXKHO NOPaJH KIHHHYHOTO CBCTOAHHE Ha MALIMEHTA,
TpaOBa 1a ce 3anouHe HHTpaBeHo3Ha Tepanus ¢ 0,01-0,05 mg/kg anesHo noa gpopmata Ha
HenpeKbeHaTa 24-yacopa HHPY3Hs.

[IpodhunakTika Ha OTXBBPJISHE HA TPAHCIUIAHTAHTA — 1€
Tpabpa ga ce nprIOXKK HayanHa nepopanHa ao3a 0,30 mg/kg/aHeBHO pa3nenecHa Ha 1Ba OTAENHH
npyHeMa (Harp. CyTpHH H Beuep). AKO KIHHHYHOTO CbCTOAHHUE HA NALIMEHTa HE MO3BOJIABA

NEPOPATHO NPUIOKEHHE, TPAORA 1a ce MPIWIOKH Ha4anHa HHTpaBeHo3Ha no3a 0,05 mg/k
AHEBHO noA ¢opMaTa Ha HelpeKbcHaTa 24-4acoBa HHQY3HA.




AfanTUpaHe Ha 103aTa B [IEPHOAA CJIE] TPAHCIUIAHTALMATA [IDH Bb3PAaCTHH M Jelia
Hosure ITporpad obuuaiiHo ce NOHIDKABAT B NEPUOAA ClI€] TPaHCIVIaHTaLMA. BB3IMOXKHO € B

HAXOH CJIyUaH Jia Ce MPEeKPaTH ChITbTCTBALIATA HMYHOCYTIPECHBHA TEPATIHA , KATO C€ CTHIHE 10
moHoTepanus ¢ [Iporpad. [Toxobpennero Ha ChbCTOSHHETO HA TIALIMEHTA CNIEA TPAHCTUIAHTALIMATA
MOXeE 1a MpoMeHH (papMaKOKHMHETHKATA HA TAKPOJIHMYC H MOXE 13 C€ HANIOXKH JIOMBJIHMTENHO
afanTHpaHe Ha AO3IMTE.

JleyeHHne Ha OTXBBPJISHETO — BE3PACTHH M LA
3a oBnansBaHe eNH30ANTE HA OTXBBPJIISHE C€ H3MOI3BAT YBeJIH4YeHHU 103U [Iporpadg,

JOITLIHHATE/IHA TEPANHUA ¢ KOPTHKOCTEPOHIH, KAKTO H KPATKH KYPCOBE ¢ MOHO/MONHKJIOHAIHH
aHTHTeNa. Ako ce 3abenexxaT NpU3HALM Ha TOKCHYHOCT (HANp. NOAYEPTAHH HEXKENaHH PEeaKkLHH -
BIK pa3zaen 4.8), Moxke 1a ce HaJloXKM NOHWKeHHe Ha Ao3ata [Iporpag.

ITpn npeMuHasane kbM [lporpad neuerdero TpAOBa Aa ce 3anoYHE ¢ HAYAIHATA NepopalHa 1034,
npenopb4BaHa 38 MbPBHYHA UMYHOCYTIPECHA.

3a undopManHs OTHOCHO NMPeMHHaBaHe OT LMKIocnopHH KbM Ilporpad Bk no-momy:
“AnanTHpaHe Ha 403aTa MpH CrCUWGHYHH NOMyIaLMH MALHEHTH .

IIpenopnkH 3a xo3upane npu: brbpeuna TPaHCIIARTANES

IMpodunakTka Ha OTXBBLPJISHE HA TPAHCILIAHTAHTA — BH3PACTHH
ITepopannoTo neuerue ¢ [lporpad Tpsadea aa zanouHe ¢ nosa 0,20-0,30 mg/kg/nHenHo,

pa3JeneHa B 1Ba OTAE/HH npHeMa (Hanp. cyTpHH U Beuep). [IpuembT Tpabdsa aa 3anoune ao 24
gaca cre NPUKITIOYBAHE HA ONEpaLHaTa.

AKO nopaaM KIHHHUYHOTO CbCTOSHHE Ha NIALMEHTA A03aTa He MOXKe J1a Ce MPHIICKH NEPOpaHo,
Tps#OBa na 3ano4yHe HHTpaBeHo3Ha Tepanks ¢ 0,05-0,10 mg/kg/nHeBHo non ¢opmara Ha
HenpekbcHaTa 24-4acoBa HHQY3us.

[MpodunaxTHka Ha OTXBLPASHETO Ha TPAHCILIAHTAHTA — ACLa
Tpabea na ce npunara Ha4aaHa nepopanxa ao3a ot 0,30 mg/kg/nHeBHO, pa3nenexa Ha ABa

npyeMa (Harp. CYTpHH H Bedep). AKO KJIHHHYHOTO ChCTOSHHE Ha MAaLHEHTa He NMO3BOJIABA
nepopaneH npuemM, TpsAOBa a ce MPIOKU HavalHa HHTPABEHO3HA 1032
0,075 - 0,10 mg/kg/nneBHo noa ¢popMara Ha NPOTLIDKUTENHA 24-yacoBa HHYY3HA.

Marrmpaﬂe Ha 03aTa B NE€pHoaa CNCH TPAHCILIAHTAINA INIPH Bb3PDACTHH U ACTIA

O6uxHoBeHO aos3uTe [Iporpad ce NOHWKaBAT B NEpHOAA CNe/l TPAHCILIAHTALMA. B HAKOH CliyvaH
€ Bb3MOXHO Ja C€ Crnpe CLITbTCTBAINATa HMYHOCYIPECHBHA Tepanus H Ja ce cTUrHe Ao 6asupana
Ha [Iporpad neoiina repanus. [lonodpeHneTo Ha CHLCTOSHHETO HA NALMEHTA Cllen
TPAaHCTLIAHTARMATA MOXKE A NMPOMEHU (apMaKOKHHETHKATA Ha TAKPOJIHMYC H 13 C€ HAJIOXKH No-
HATATBHILHO aAAITTHPAHE HAa n03ara.

JleueHUe Ha OTXBLPISHETO — BB3PACTHH U [ieua
O6HKHOBEHO 33 OBJIAIABAHE EMHU3OAHTE HA OTXBBPIIAHE CE W3NOJ3BaT yBelu4yeHH no3u [lporpad,

AOITHJIBALIA TEPanHa ¢ KOPTHKOCTEPOHIH H BbBEXKJaHE HA KPATKH KypcoBe C
MOHO/MONMMKIOHAIHKM aHTHTENA. AKO ce 3afenexaT MpU3HALH HA TOKCHYHOCT (T.€ NOAYEPTaHH
HeXeNaHH peakuM# — Bux pasaen 4.8), nozarta [lporpad moxe 61 Tpabsa aa ce noHHXKM.

Mpu npeMmuHaBaHe KbM NeueHHe ¢ [Iporpad To Tpabpa aa 3anoyHe ¢ HayaaHaTa NepopaiHa 103a,
npenopsYaHa 3a MbPBHYHA HMYHOCYTIPECHS.

3a HHopMaLHA OTHOCHO MPEMHHABAHETO OT LIHKIOCNOPHE KbM [Iporpad sk no-goay:
“AfanTHpaHe Ha J03MPOBKATA NMPH CMIEUHGHSHH MOMyNatMH NailMeHTH .




IpenopuKH 3a Ao3upane npa: ChpaevHA TPAHCIIARTANNA

[IpodunakTHka Ha OTXBBPIAHETO HA TPAHCILIAHTAHTA — BE3PACTHH
[porpad Moxe 1a ce U3MNON3BA 38€JHO C HHAYKLMS H3 AHTUTEA (TTO3BOJIABAING NO-KBCEH CTApT

Ha tepanusTa ¢ [Iporpad) win anTepHaTHBHO, NPH KIMHHYHO CTAOH/IHY NaLMeHTH, Oe3
HMHIYKLHUA Ha aHTUTENA.

Cnen MHIYKUHS HA aHTHTENA nepopanHoto jeueHue ¢ [Iporpad Tpabsa aa 3anouHe ¢ 1032
0,075 mg/kg/nHeBHO, pasneneHa Ha ABa npueMa (Hamnp. CyTpuH H Beuep). [Ipunoxennero tpadbpa
Ja 3aTroyHe A0 5 AHM CJIe] NPHKIFOYBAHE Ha ONepaLHATa, BEHAra oM KIHHUYHOTO ChCTOAHHE
Ha NalLHeHTa ce cTabHIN3Hpa. AKO nopaay KIHHHYHOTO CBCTOSHHE Ha NALMEHTa NMEPOPATHHAT
NPHEM € HEBBLIMOXEH, TpROBa fa 3anouHe WHTpaBeHo3Ha Tepanus ¢ 0,01 1o 0,02 mg/kg/nHesHo
noa opMara Ha HenpeKbCcHaTa 24-4yacoBa UHQY3Us.

[Ty6nukyBaHa € aTTEpHATHBHA CTpaTerus, NPH KOATO NEPOPATICH TAKPONHMYC C€ MpHiara B
pamkure Ha 12 yaca cies TpaHCINaHTalusaTa. To3H noaxon € 3ana3eH 3a nauxeHTn 6e3
$YHKUHMOHANHH CMYLICHHS Ha oprany (kanp. 6u0peuna aucdynxuma). B Takes cinyyaii ce
M3M0/13B2 HAYAIHA IEPOPAIHA 1033 TAKPOAUMYC 2-4 mg NHEBHO B KOMOMHALHSA ¢ MUKOdEHONAT

MOGETHII H KOPTHKOCTEPOMIH WIH B KOMOHHALIMA CBC CHPOJTMMYC H KOPTHKOCTEPOH/IH.

[IpoduiakTHKa HA OTXBBLPAAHETO HA TPAHCIUIAHTAHTA — €

[Tporpad ce W3nonsea ¢ Wik 6e3 HHIYKLMA Ha aHTUTEJA fIPH CbPACYHHK TPAHCIUIAHTALMH Ha
neua. [Tpu nanueHTH 663 MHAYKUMS Ha aHTHTeENA, ako neucHueTo ¢ [Iporpad zanouHe
MHTPAaBEHO3HO, ipenopbyBaHaTa HauaHa no3a € 0,03-0,05 mg/kg/nsesno noa ¢opmara Ha
HenpeKbcHaTa 24-4acoBa HHQY3HA € LeJs Ja € NTOCTHIHE KOHLIEHTPALlHA Ha TAKPOJIMMYC B
KpbBTa 15-25 ng/ml. [NauMeHTuTe TpaOBa Ja NPEMHHAT KbM MEPOpanHa Tepanus BeaHara oM
TOBA € KIMHHYECKH BB3MOXKHO. [IspBaTa 1038 OT NepopaiHOTO JicueHHe Tpabea Aa ObAC

0,30 mg/kg nHeBHO M a 6bae 3anouHaTa 8 Ao 12 yaca cieq NnpeKpaTABaHE HA HHTPABCHO3HOTO
NPWIOKEHHE.

Cnea MHIyUHpaHe Ha aHTHTeNa, ako TepanuaTa ¢ [lporpad e 3anouHaTa ¢ nepopaiHo
NpWIoXKeHHe, penopbuBaHaTa HauainHa no3sa € 0,10-0,30 mg/kg/ aHeBHO, pasnesieHa Ha ABa
npreMa (Hanp. CyTPHH H Bedep).

ANanTupaHe Ha AO3HTE B NEPHOAA clie]l TPAHCIUIAHTAIIUATA [IPH BE3PACTHH K J€La
O6uuaiivo gosure [Nporpagd ce noHwkasaT B nepHoja ciel rpaHcnnantaumsTa. [lonobpennero

Ha ChCTOSHHETO Ha MaLHEHTa B TO3H MEPHOI MOXe J1a NPOMEHH (papMakOKMHETHKATA Ha
TAKPOJIUMYC M MOXE 12 C€ HaN0XW MO-HATATHLUIHO aJalTHPaHE.

JleueHHe Ha OTXBBHPIAAHETO — BB3PACTHH H Jeua
3a oBnaAABaHe ENH30JAMTE HA OTXRBPJIAHE CE H3MON3BAT yBenu4eHH o34 [Iporpad,

AOMBIHHTEIHA TEPANHs ¢ KOPTHKOCTEPOHAHN H BHBEXK/AAHE HA KPATKHM KyPCOBE C
MOHO/TMIOTMKAOHAJIHH @HTHUTENA.

[Tpn BB3pacTHM NALMEHTH, MpeMuHany Ha [Iporpag, Tps6OBa na ce npunara HauanHa fnepopanHa
no3a 0,15 mg/kg/nHeBHO, pa3enieHn Ha 2 npHeMa (Halp. CYTPHH H Beuep).

I1pu neua, npeMuHany kuM [porpag, Tpabea ga ce npunoky HauanHa nepopaiHa no3a 0,20-
0,30 mg/kg/nHeBHO, pa3aeicHa Ha AB& NMpUeMa (Hanp. CYTPHH K BEUED).

3a uHdopMalliA OTHOCHO NPeMUHaBaHe OT LMKIocnopuH KbM [lporpad ik no-aosmy:
“AnanTupaHe Ha A03aTa NPH CNeLUPUYHH TNOITYJIALHH ITALIHEHTH *.

IpenopLkH 3a Ao3HpaHe: JleueHne HA OTXBLJISHE HA APYTH 830rpadTH
IpenopskuTe 33 A03UPaHE NPH TPAHCIJIAHTaUMA Ha 041 ApoD, naHkpeac M yepsa ce Hasupart Ha
NAHHHUTE OT OrPAHHMEHH H3CJICAOBATEICKH KIHHHYHH npoyyBaHud. [Ipn naumeHTH ¢
TpaHciaHTHpaH 0an apob Ilporpad e u3noa3san B HavallHa nepopajiHa no3a




0,10 - 0,15 mg/kg/nHeBHO, NPH NALMEHTH ¢ TPAHCIUIAHTHPAH NMaHKpeac B HAYa/lHA AHECBHA 1034
0,20 mg/kg/nHeBHO, a8 NpH YpeBHA TPAHCIUIAHTaLKA - HavallHa NepopaiHa 1034
0,30 mg/kg/nHeBHO.

A,uan'rnpnne HA JO3HPOBKATA NIPpH CI]ellI](bIl'lHll NONYJAANAH NMALRNCHTH

[TauneHTH ¢ YepHOAPOOHA HEAOCTATHEYHOCT

[Ipy NAaLUMEHTH ¢ TEXKKA 4epHOAPOOHa HEAOCTATBYHOCT MOXE J1a C€ HANOXKH MOHIKEHHE Ha
JIO3AaTA C 1ieJ1 Aa Ce MOITbPKAT KOHLEHTPALMHTE B KPBBTA B NPENOPBYAHHUS NOPAABK.

[MawuyenTn ¢ 6u6peuHa HeAOCTATHLYHOCT
Twii kaTo apMaKOKHHETHKATA HA TAKPOIMUMYC HE C€ BJIHAC OT ObOpeuHaTa PyHKLHA, HE Ce

Hanara aJlafnTHpase Ha qo3upoBkaTa. Bee nak mopanu He(poTOKCHUYHHA [TOTEHLHAN Ha
TAKPOITUMYC C€ MPENOpbYBa BHHMATEIHO MOHMTOpHpaHe Ha Ob0peuHaTa QyHKUMSA
(BKITIOUMTEHO CEPHIHH CEPYMHH KOHLIEHTPALMH Ha KPCaTUHHH, K3UHUCIIEHHE HA KpEaTHHHHOB
KAMPBHC H MOHHTOpHpaHe Ha 0Opa3yBaHETO Ha YPHHA).

[leaunaTpuyHa nonynauus
OO6HKHOBEHO T€3H NALMEHTH C€ HYXKIAAT OT 034 12 -2 NBTH MO-BUCOKK OT AO3HTE 38

BB3paCTHH, 3a Ja CC JOCTHIrHart nonodOHM KOHUCHTPALHH B KDBBTA.

I1alueHTH B cTApYECKa BB3PACT
Jfocera HaMa HATHYEHM A0KA3aTENICTRA, Ye [IPH NALUEeHTH B CTAPYECKA BB3pacT € HeoOXOUMO
ajlanTHpaHe Ha JO3HPAHETO.

IlpeMHBaBaHE OT LHKIOCIIOPHH
Tpabsa na ce BHHMaBa, KOraTo NALIKEHTHTE MPEMHUHABAT OT Oa3upaHa Ha UHKJIOCTIOPHH TEpanus

KbM Takasa, Oa3upana Ha [Iporpad (Bik pasnenu 4.4 u 4.5). Tepanusra ¢ [Iporpad Tpabsa na
3aMo4He ClIe]l KATO ¢€ B3eMaT NpeABHA KOHLIGHTPALHHTE Ha LIMKJIOCTIOPHH B KPBBTA H
KJIHHUYHOTO ChCTOAHHE Ha naupeHTa. [Ipn BUCOKH KOHIIEHTPALHH Ha IHKIOCIIOPHH JICYEHHETO C
[Iporpacd Tpsabra aa ce 3a6aBu. Ha npakThka To Tpabea na 3ano4une 12-24 uaca cnen
NpeKpaTABaHe Ha LHMKIOCTIOPpHHA. MOHHUTOPHPAHETO HA KOHLIEHTPALIMATA HA LKKJIOCTIOPHH B
KpbBTa TpAOBa JAa NPOAB/DKU H ciel NpeMHHaBaHeTo KbM [Iporpad, Thii kaTo KIHPBLHCHT Ha
LIMKJIOCTNIOPHE MOXeE A4 € NMOBJHAH.

IIpenopLKH 38 KOHIEHTPALHHATE B KPHLBTA, KOHTO TPAOBa Ja ce JOCTHrRAT

Ho3upoBkara Tpa0Ba NMPeaH BCHYKO Jla € OCHOBAHA Ha KJIHHWYHATa NPELeHKa 38 OTXBLP/AHETO U
NOHOCUMOCTTA MPH BCEKH OTAENECH NallHeHT.

C uen ga ce OMTHMH3UPA AO3UPAHETO CE NMpeAsiaraT pa3jidiHH HMYHOAHAIM3H 32 ONpeeIAHE
KOHLIEHTPALMHTE Ha TAKPOIIHMMYC B KPBBTA, BKIIOUMHTEIHO H MONYaBTOMATHYEH EH3IHMEH
HMyHoaHanu3 ¢ MukpouacTiu (MEIA). CpaBHeHHATa Ha KOHUCHTPALMUTE, ITYONHKYBAHH B
NYTepaTypaTa ¢ HHAHBHIYANHHTE CTORHOCTH B KWIHHHYHATA NpaKTHKa, TpaOBa Aa Ce npeLeHsBaT
BHHMATEJTHO, KaTO Ce MO3HARAT H METOAMTE 34 aHANW3, KOMTO C€ H3MOI3BAT B CbBPEMEHHATa
nadopaTropHa NpaKkTHKa. B chBpeMeHHaTa KIHHHYHA [PAKTHKA KOHLUECHTPALHHTE B KPBBTA CE
MOHHTOPHpAT, KaTo ¢e H3NON3BaT METOIH 38 HMYHOAHAJIH3.

MHHHMATHHTE HHMBA HA TAKPOJIMMYC B KPbBTa TpAOBa Aa ce MOHMTOPHPAT N0 BpeEME Ha NepHoa
cJie] TpaHCIUIaHTauuaTa. [1pH nepopaiHo NMpHIOKEHHE KPEB 33 ONpeNcisHE MUHHMAIHH
KOHLIEHTPALMHK Ha TAKpOJIUMYC TpsOBa Jja ce B3eMe okono 12 gaca cnes npHeMa, TOUHO NPeaH
npHeMa Ha clieaBainara ao3a. Yecrorata Ha MOHHTOPHpaHE Ha HMBaTa B KpbBTa TpadBa na ce




NpoMEHH B HHBaTa B KpbBTa. HHBaTa B KpbBTa TPOB2a Aa CE ONPEACIAT NPUONHIUTENHO 2 ITETH
CEeIMHYHO B PAHHMA NEPHOJ CJICA TPAHCIUVIAHTALIMATA H CAC/ TOBA NEPHOAHYHO MO BpEME Ha
noaabpxkalarTa repanysa. Hupara Ha TakpoauMyc B KpbBTa TpAOBa CHUIO A4 Ce MOHHTOPHPAT
clel ananTHpaHe Ha A03aTa, MPOMEHH B MMYHOCYTIPECHBHATA CXEMa HWIH Cel €THOBPEMEHHO
NpuaoKeHHe Ha CyOCTaHLIMM, KOHTO MOTAT Aa MPOMEHAT KOHUEHTPALHHTE Ha TAKPOJIIHMYC B
KpbBTa (BIDK pasfen 4.5).

AHamH3UTe Ha KIMHHYHUTE NPOY4YBAHHUA [TOKA3BaT, Y€ MHO3IHHCTBOTO MALMEHTH C€ MOBIHABAT
yCHEIHO, 8KO KOHLEHTPALMUTE Ha TAKpOJIMMYC B KPBBTA ce noaabpxar noa 20 ng/ml.
Heobx0auMo € Ja ce HMa NpeaBHA KITHHHYHOTO CECTOSHHUE Ha MaLMeHTa, Koraro ce
HHTEPNPETHPAT HUBATA B KPLBTA.

B xi1MHMYHATA PAKTHKA HABATA B KPbBTa OOMKHOBEHO ca B mopsaeka 5-20 ng/ml npu
pELMIHENRTH ¢ YepHOApoOHN TpancnnanTanT M 10-20 ng/ml npu nauuenTyn ¢ 6:6peyny 1
ChpACYHH TPAHCTUIAHTAHTU B PAHHHA NEPHOJ cnel TpaHCIIaHTauusTa. BnocaeacTaue, no speme
HA MOTHLPXKAINATA TEpanus, KOHLUEHTPALMUTE B KPBBTA Ca OT nopsaeka 5-15 ng/ml npu
PELIMITHEHTH Ha YepHOAPOOHH, OBOpeYHH H CLPAECYHH TPAHCILTAHTAHTH.

HayuH Ha NpUIoKeHHE
[IpenopbuBa ce MepopanHATA HEBHA J03a Ja ce NMpWiara B 1sa OTACIHH NpHeMa (HanpHMep

cyTpuH H Beuep). Kancynure Tpabea na ce npueMar BeiHara ciell M3BaXKIaHe oT OsmcTepa.
[TanpenTHTE TpAOGBA Aa ¢ CHBETBAT Aa HE nMorbLIAT cywunTens. Kancyaure tpabea na ce
NPHEMAT ¢ TEYHOCT (3a NMpeAnoYHTaHe — BoAa).

Kancynwure ce npueMar 00MKHOBEHO Ha Mpa3eH CTOMax WiH noHe | yac mpeay wiH 2 — 3 yaca
CJIe]] XpaHeHe, 3a /1a Ce MOCTUIHe MaKCHMallHa pe3opOums (Brx pa3aen 5.2).

IIpoanDKHTENTHOCT HA TIpHEMa
3a Ja ¢€ NOATHCHE OTXBBPJSHETO Ha NMPHCALEHHA OpraH, HMyHOCYIpecHaTa TpAOBa aa ce

noSaBpPXKa, 3aTOBa HE MOXKC 18 €€ MOCOYH OrpaHHUYCHHE 34 IPOABDKHTEITHOCTTA Ha MNMEpOpPANTHOTO
JIEYCHHE.

4.3 IlporuBonoxKa3aHHd

CBpBbXYYBCTBUTENHOCT KbM TAKPOJHMYC WIH APYrd MaKpOJIHIH.
CBpBbXYYBCTBHTETHOCT KbM HAKOA OT MOMOLLHHTE ChCTAaBKH, H30pOEHH B TOYKa 6.1.

4.4 CoenHAIHH NpeAyNpeXICHHS H NPeANAIHH MEPKH NPH ynorpeda

HabmopasaHu ca JIeKaApCTBEHHU IPEILKH, BIIOYHTENTHO HEBHHMATETHO, HEYMHLLIEHO HH
6e3KOHTPOMHO 3aMECTBaHE HA JICKAPCTBEHUTE POPMH Ha TAKPOJIHUMYC C He3abaBHO
OCBODOXK1aBaHEe WIH ¢ YAWDKEHO ocBoOOknaraHe. Toea € A0BeNO A0 NposABa Ha CEPHO3HH
HEXKEaHH ChOMTHA, BKIIOYHTEIHO OTXBBPJIAHE Ha MPHCAJKATA UM HA APYTH HEXeJIaHH
peaxkiK, KOUTO 61Xa MOIJIM Ja ca CJICACTBHE KAKTO Ha HEAOCTATbHYHA €KCITO3HIHA TaKa H Ha
CBPBXEKNO3MLIMA Ha Takponumyc. [launeHTrnre TpAGBa Aa ce NEKyBAaT C €/IHa OT JeKApPCTBEHUTE
¢opMH Ha TAKPONUMYC, NPH CNa3BaHe Ha CHOTBETHATA AHEBHA CXEMa Ha MpUiaraHe; NpoMsHa Ha
JAexkapcTBeHaTa GopMa MM Ha CXeMaTa Ha npunaraHe Tpabsa Aa ce NpaBH CaMo Noja
HeNoOCpPeACTBEHO HAOIIOACHHE OT CIIELMATHCT TPAHCIUIAHTONON (BXK. TOUkH 4.2 U 4.8).

[lo BpeMe Ha HauaIHKA NMEPHOA cliel TPaHCIUIAHTALMATA PYTHHHO TpAbBa a ce MOHHTOPUPAT
ClIeIHHUTE NOKa3aTeNu: KpbBHO HansraHe, EKI, HeBponoruueH  odeH cTaTyc, KOHUEHTP




4yepHOAPOOHH U OBOpeuH MPo6H, XEMATONIONHYHH NapaMETPH, KoarynalMoHHH CTORHOCTH K
OnpeAensHe Ha TUIa3MEH MPOTEHH. AKO ce HabMoJaBaT KIMHHYHO PEIEBAHTHH NPOMEHH, TpabBa
Ja ce HMa NpeIBH/ aAalTHpaHe Ha HMYHOCYTPECHBHHSA PEXHM.

BeilecTBa ¢ NOTEHUMAN 332 B3aUMOICHCTBHE

Uuxuburopn win ungykropu Ha CYP3 A4 tpaGsa aa ce npuiarat eAHOBPEMEHHO C TAKPOJIHMYC
CaMo CJIel KOHCYJITALMA CBC CMELIMANHCT TPAHCILIAHTOJIOT, NOPaiH NOTEHIHANA 32 IEKAPCTBEHH
B3aMMOAEHCTBHA, BOACILM 20 CEPHO3HH HEXEIAHU PEAKLIMH, BKITIOYHTETHO OTXBBPJIAHE WIH
TOKCHYHOCT (BXK. TOUKa 4.5).

Huxubumopu na CYP3A4

CemrpreTBaluara ynorpeda Ha nHxuburopn Ha CYP3A4 Moxe 1a NOBHIIH HUBATA Ha
TAKPOJHMYC B KPbBTa, KOETO MOXKE 1@ JOBEAE JO CEPHO3HH HEXKENaHH peaKliiH, BKIIOYHTENHO
HePOTOKCHYHOCT, HEBPOTOKCHYHOCT H yawDkaBaHe Ha QT unrepsana. [Ipenoppusa ce
u364areaHe Ha CLIBTCTBAUIATa YnoTpeOa Ha cWIHH HHXHOuTOpH Ha CYP3 A4 (xaTo HanpuMmep
pPHTOHABHP, KOOHUMCTAT, KETOKOHA30J, HTPAKOHA30, 1103aK0HA30/1, BOPHUKOHAa301,
TEJINTPOMHLMH, KNAPUTPOMHLKH WIH HO3aMHLIMH) ¢ TAKPOIHUMYC. AKO HE MOXKE 12 ce H30erue,
HHBATA Ha TAKPOJIHMMYC B KPBBTa TpaOBa Aa c€ MOHHTOPHPAT HECTO, KATO C€ 3aMoYHe npe3
ITbPBHTE HAKOJIKO JHH OT €HOBPEMEHHOTO NMPHWIOKEHHE, O] HabNMIOEHHETO Ha CNELHAITHCT
TPAHCIUIAHTOJIOT, 3a J1a C€ aAanTHpa 03aTa Ha TAKPOJIHMYC, aKO € NOAXOIALIO, 38 NOAIbPKAHE
Ha NOCTOAHHA EKCIO3HLMA Ha TakponuMyc. brOpeunara ¢pyukuus, EKI, sxmounrenno QT
HHTEPBATDLT H KAHHHYHOTO CHCTOAHHE HA MAaLMEHTA Cbllo TpAOBa Aa ce MOHHTOPHPAT
BHHMATEITHO.

AJanTHpaHeTO Ha Ao3ata Tpabaa Aa ce OCHOBABA HA HHAMBHAYATHOTO CBCTOSHHE Ha BCEKH
naieHT. Moxe aa ce Hanoxu He3abaBHO HaMangBaHe Ha 103aTa KbM MOMEHTA Ha 38MI0YBAHE HA
JedyeHHeTo (BX. Touka 4.5).

[To nogobeH HaYMH NPEKPATABAHETO HAa MpuiaraHeTo Ha HHxHOHTOpH Ha CYP3A4 Moxe na
NOBJUAE BLPXY CKOPOCTTa Ha MeTaboNMU3HpaHe HA TAKPOTUMYC H TaKa Ja A0Beae 10
cyOTepaneBTHHIHH HHBA Ha TAKPOJHUMYC B KPbBTa, IOPAAH KOCTO €€ H3HCKBA BHHMATEIHO
MOHUTOPHpPaHE H HabMIOAEHHE OT CMELIMAIMCT TPAHCILIAHTONOT,

Huoyxmopu na CYP3A4

CoemvrerBaniata ynotpeda ¢ uugykropu Ha CYP3A4 Moxke n1a NOHWKH HHBATa HA TAKPOIIUMYC B
KPBBTA, KATO NOTEHUHANHO YBEIHYH PHCKA OT OTXBHPAAHE Ha TpaHcmnaHraHTa. [Ipenopbusa ce
H30ArBaHe Ha CHITHTCTBALLATA yiioTpeba Ha cWwiHH HHAYKTOpH Ha CYP3 A4 (xaTo Hanpumep
pudaMIHLKH, (PeHUTOHH, KapbaMasenHH) ¢ TAKpOIMMYC. AKO He MOXe Aa ce U30erHe, HUBATA Ha
TAKPOAHMMYC B KpbBTa TpAOBa [1a c€ MOHMTOPHPAT Y€CTO, KaTO CE 3aMOYHE NPE3 MbPBUTE HAKONKO
IHH OT €AHOBPEMEHHOTO MPHIOKEHHE, NMoA HaGRIOACHHETO Ha CNELHANINCT TPAHCIUIAHTOJIOT, 33
Ja ce ananrypa A03aTa Ha TAKPOJIMMYC, aKo € HEOOX0AHMO, TaKa 4Y¢ Aa C€ NOJUTbpKa MOCTOAHHA
€KCMO3HLMA Ha TaKpoHMYc. DyHKUMATA Ha NPHCaaKaTa Chilo TpadBa na ce MOHHTOpHpA
BHUMATETHO (BXK. TOUKa 4.5).

ITo nonobSeH HaYKMH NPEKPATABAHETO HA NpWiaraHeTo Ha HHOYKTOopH Ha CYP3A4 moxe na
NMOBJINAE BbPXY CKOPOCTTA Ha MeTaboNnu3upaHe Ha TAKPOTUMYC H TAKA Aa A0BEAE N0
cynpareparneBRTUMHH HHBa H& TAKPOJIMMYC B KPBBTA, NOPaJH KOETO C€ H3UCKBA BHUMATE/IHO
MOHUTOPHpaHe U HaOMOAEHHE OT CIIELMAIUCT TPAHCIUIAHTOJIOT.

P-z2nuxonpomeun
Heobxoanmo € nosuuieHo BHEMaHHUE, KOraTo TAKPOJHMYC C€ NMpHIara €JHOBPEMEHHO C




HHMBaTa Ha TakpojuMyc. HupaTta Ha TAKpOJHMYC B 11718 KPbB H KIMHHYHOTO CbCTOAHHUE Ha
naupeHTa TpaOBa aa ce HabmoaaBaT BHUMaTelHO. Moxke Na ce HalloXKi KOPHIHpaHe Ha 103aTa

TakponuMyc (BA. Touka 4.5).

Pacmumenuu npodyxmu

PacTuTesIHH NPOAYKTH, ChALPKALLHM XXWIT KAHRTApHOH (Hypericum perforatum) Ann ApyrH
pacTHTENHH NPOAYKTH, Tps6Ba na ce H3barsar no BpeMe Ha npueM Ha [Iporpad nopaau pucka ot
B3aHMOZeHCTBHSA, KOHTO BOJAAT HAH A0 NOHWKECHHUE HA KOHLEHTPALMATA HAa TAKPOIIHMYC B KPBBTA
H 10 HaMaJIABaHe Ha KITHHUYHHA MY €(EeKT, HiIH IO NOBHULIEHHE HA KOHUEHTPALHHTE Ha
TAKPOJIMMYC B KPBBTA H PUCK OT TOKCHMHOCT Ha TakposiMMyc (BX pasaen 4.35).

Hpyeu ezaumooeiicmeus

KoMOMHHPaHOTO NPHACKEHHE Ha LIMKIIOCTIOPHH M TAKPONUMYC TpaOBa Aa ce H304rea K na ce
BHHMAaBa KOTaTO TAKPOIHMYC C€ npuara npH NauMeHTH, KOHTO MPeAH ca NOyyaBaii
LMKJIOCTIOPHH (BX. TOukH 4.2 1 4.5).

Tpabea na ce n30sArBa NpuemMa Ha BHCOKH J03M KaNHH WIH KaHH-ChbXpaHABalllH Uy PETHLH (BXK.
TO4YKa 4.5).

Hskon xoMOHHALIMH HA TAKPOJIMMYC C JIEKAPCTBA, 34 KOHTO € H3BECTHO, Y€ NPHTEKABAT
HEBPOTOKCHUEH edeKT, MOXKe [a MOBHUIIAT PUCKa OT Te3H ediekTH (BXK. TouKa 4.5).

BakcuHupane

HMyHOCynpecMBHHTE CpeACTBAa MOXKe Ja MOBIMAAT OTrOBOPa KbM BaKCHHALIMA M BAKCHHALMATA
no BpEMeE Ha JieYeHHe ¢ TAKPOJHMMYC Moxke 1a Obae no-manko e@ekTHBHa. Y norpebara Ha XKMBH,
ATEHIOMPAaHH BaKCHHH TpAOBa Aa ce Hibsarea.

He KCHYHOCT

TakponuMyc Moxe Aa AoBeAe A0 HapylIeHHE Ha ObOpeuHaTa PyHKIHS NpH NALMEHTH cel
TpaHcIUTaHTalHA. be3 akTuBHa MHTepBEeHLMA, ocTpoTo 6BOpeYHO yBpexnaHe MoXke na
nporpecupa Ao XpoHH4HO 61LOpeuHo yBpexcaaHe. [laipeHTH ¢ HapylueHa 6n6peuHa pyHKIuS
TpaOBa Ja ce npocieasBaT BHHMATENHO, Thil kaTo 03aTa Ha TAKPOJIMMYC MOJXE [a €
HeoOX0AMMO Ja ce HaMaJIH. PUCKBT 0T HE(PPOTOKCUUHOCT MOXKE /18 C€ MOBHILIH, KOraTo
TAKPOAMMYC CE IPUJIAra €IHOBPEMEHHO ¢ 1IEKapCTBa, CBBP3aHH C HEPPOTOKCHYHOCT (BIXK.
Touka 4.5). TpaGpa na ce u3b4area egHOBpeMeHHaTa ynorpeba Ha TaKpOJIHMYC C JIEKApPCTRA, 3a
KOHTO € U3BECTHO, Y€ NpHTexaBaT HedhpoTokcHuHH edexT. Korato eAHOBpeMEeHHOTO
NPHIOKEHHE HE MOXKe J1a ce H3berHe, HaH-HHCKOTO HUBO HAa TAKPONIMMYC B KPbBTa M ObOpeuHaTa
¢yHxums TpaGBa Aa ce cneH BHHMATENHO d Ja ce 0OMHUCIN HaMaldBaHe Ha 03aTa, aKO
Bb3HWKHE He(POTOKCHYHOCT.

CromMaluHO-4peBHH HAPYUICHHS
Ipy NaLHEHTH, eKYBaHH ¢ TAKPONHMYC, c€ ChoOLIaBa 3a CTOMalllHO-4peBHa nepdopauus. Toit

K4TO CTOMAILLHO-4YpeBHaTa nep¢opauus € MCAULIMHCKH 3HAYHMO CHOHTHE, KOETO MOXKE Aa NOBEAE
J0 >KHBOTO3aCTpaLIaBallo HIH CEPHO3HO ChCTOAHHE, TpAOBA Ba ce HMa NpeABHI AACKBATHO
fneyeHune, HezabaBHO cliell HACTBNBaHE Ha CYCNEKTHH CUMIITOMM WIM MIPU3HALIM.

Tobii KaTo HHBATa Ha TAKPOIUMYC B KPbBTa MOXE 3HAYUTEAHO Ja C€ MPOMEHAT MO BPEME HA
JAHApHA, Ce NMPeNnopb%Ba HIBbHPEIHO MOHUTOPHpPaHE HA KOHLICHTPALIMHTE MY B KPBBTa 110 BpeMe
Ha AHapus.




CopaeyHH HapyIeHHs
B penxu cinyyau ce HabniogaBaT BEHTPHKYNapHa XHIIEpTPOodHA HIH XHNEPTPOhUd Ha CeNnTyMa,

croOaBaH{ KaTo KapauomMHonaTHH. [ToBedero cnyyau ca oOpaTHMH K ce cpellaT Hal-Beye NpH
nela ¢ KOHLEHTpauHH Ha TAaKPOJIMMYC B KPbBTa MHOTO MO-BHCOKH OT MpenopbYyaHHTe
MakcUMaTHH HHBA. JIpyru ¢akTopH, KOWTO YBETUYABAT PHCKA OT T€3H KJIIHHHYHH ChCTOAHMA,
BKJIIOYBAT CHLUECTBYBAINO NpeaH TOBa ChpAedyHO 3abonsaBane, ynorpeba Ha KOPTHKOCTEPOMIH,
xuneproHnd, 6u6peuHa Wik YepHoapoOHa PyHKUHOHATHA HEAOCTATBYHOCT, HHPEKLIMH,
NpeToBapBaHe ¢ TEYHOCTH K eaeM. B chriiacHe ¢ TOBAa MAUMEHTHTE ¢ BUCOK PHCK, 0CO0EHO MalKH
AeLa H TAKHBA, KOHTO ¢a NMOJTy4YaBa/lk 3HAYHTEIHA HMYHOCYTIpECHs, TpA0Ba Aa ce MOHHTOPHPAT ¢
noMoinra Ha exokapanorpadus unu EKI™ npeau u cnea TpaHCIulaHTaluMaATa (Hanp. B HAYaloTo Ha
3 mMecena ¥ ciieq ToBa Ha 9-12 Mecea). AKo ¢e pa3BHAT aHOMAJIHH, TpAOBa Aa ce uMa NpeaBHA
noHwxeHHe Ha ao3ure [Iporpad uaM cMaHa Ha TICHECHHETO C APYTro HMYHOCYIPECHBHO CPEACTBO.
Takponumyc moxe na yaspxku QT unrepBana u Moxke Aa npuuuHK Torsades de pointes.
Crnietmanso Tpadea Ja ce BHUMABa NPH NALMEHTH C PUCKOBH (PaKTOPH 3a yAb/bKaBaHe Ha QT
MHTECPBAJIA, BKITIOUHTENHO MAUEHTH C IMYHA WK paMWIHa aHamHesa 3a QT yawmkasane,
KOHI'eCTHBHA CHP/eYHA HEAOCTATBYHOCT, OpalHAPUTMHH H €IEKTPOJIMTHH HapyllueHHus. Tpabpa
aa ce oOpbllla BHHMAHHE CHLUO W MPH NALMEHTH, AHArHOCTHLHPaHH ChC HIIH CYCIIEKTHH 32
CHHIpPOM Ha BpoaeH yabmkeH QT unrepean win npuroduro QT yabmkaBaHe, WM MallMEHTH Ha
CBITHTCTBALLO JIEYEHHE ¢ JICKAPCTRA, 38 KOMTO ce 3Hae, ye yawnkasar QT uareppana,
NpeAU3BUKBAT €NEKTPOIHTHH HapYLUICHAA WITH Y€ YBEJIHYABaT €KCIIO3ULIMATA HA TAKPOJIIUMYC
(BX. TOuKxa 4.5).

JiumdonponsdepaTHBHY HAPYILIEHUS M 310KAUeCTBEHW HOBOOOpA3yBaHUs
Croluasa ce, 4e npy NaLMEHTH, AeKyBaHy ¢ IIporpad, ce passuBar cabp3aHu ¢ Enmaiin-bap

supyc (EBV) nuMdonponndepaTHBHM HapyIIEHHA H JPYTH 310KAYECTBCHH 3a00ngBaHus,
BKTIOHHMTE/THO PaK Ha KOXkaTa M capkoM Ha Kanouu (Bx. Touka 4.8).

[TanueHTHTE, NpeMUHANH KuM Tepanua ¢ [lporpad, He Tpabea eaHOBpEMEHHO 12 NOJyyapat H
anTiiMMbourTHO Neverne. Croblnasa ce, ue npu MHOro Mankure (noa 2 roaunn), EBV-VCA
(Epstein-Barr viral capsid antigen) oTpHLiaTe/iHH AeLa HMa YBEIHYEH PHCK OT Pa3BHTHE Ha
auMornponupepaTHBHH Hapywenus. [lopaay ToOBa, B Ta3sH rpyna NauHeHTH, Mpeay Aa 3ano4yHe
nedeHneto ¢ Ilporpad Tpadea na ce nposegar ceponorHuHy uicneapaHus Ha EBV-VCA. Ilo
BpEeMeE Ha JICYCHHETO ce NpenopbyYRa BHUMaTeNRO MoHuTOpHpane ¢ EBV-PCR (EBB-
nonHMepasHa BeprxHa peakuma). [lonoxurenen EBV-PCR moxe na ce Habmonaea B
NPOIBIKEHHE Ha MECELIM H caM Mo cee CH He rOBOPH 3a IHM¢onposHpepaTHBHO 3abosBaHe
WM nuMpoma.

Capkom Ha Kanoliy, BKIIOUHTENHO ClTyyau € arpecHBHH GOpMH Ha 3ab0nsBaHeTo H NeTaneH
M3X0A, ce choOlIaBa Npy NaLMeHTH, OTYy4YaBallii TakpoauMyc. B Hiakou ciiydwan e nabmoaaeaHa
perpecus Ha capkoma Ha Kanomm ciej HaMansBaHe HHTEH3HTETa HA HMYHOCYNPECHATA.

KakTo ¥ npH apyrure MMyHOCYNPECHBHE CpeICTBa, NOpaay NOTCHUMANHHWA PUCK OT
3710KAYECTBEHH KOKHH MPOMEHH, €KCMO3MIIMATA HA CTbHYEBA cBeT/IHHA H UV srbum Tpsibba aa ce
OrpaHHYM Ype3 HOCEHE Ha 3aLIMTHO 00NeKs1o M ynoTpeda Ha CITbHLC3ALUTHY CPEICTBA C BUCOK
¢akrop.

KakTo v npu Apyrure MOIIHH HMYHOCYTIPECHBHH CbEAHHEHHA, PHCKBT OT BTOPHHYEH pak €
HEW3BECTEH.

CuHIpoM Ha nocrepropHa obparuma eHuedanonarus (PRES
Hma croOLieHHs 3a pa3BUTHE Ha CHHIPOM Ha NocTepvopHa obpaTnma eHuedanonatus (PE
NpPU NALMEHTH, NEKYBAHH C TAKPOIUMYC. AKO NaLMEHTH, MPHEMALLK TAKPOJIHMYC, RASEIEE




CUMIITOMH, HacouBalu kbM PRES, kato: rnaBobonue, yppeeHO YMCTBEHO ChCTOSHHE, MbPUOBE
H 3PHTEHH HAapyLIeHus, TpaOBa na Obae HaNpaBeHO PaRHONOrHYHO HicaeaBaHe (Hanp. AMP).
Axo 6nae amarHocruumpad PRES, ce npenopbyea anekBaTeH KOHTPOJ HA KPBBHOTO HANATaHe U
rspyoBeTe H He3a0aBHO MpeKpaTABaHe HA CHCTEMHO NMpuiaraHus Takpoaumyc. [loseuero
MalMEeHTH C€ Bb3CTAHOBABAT HAITBIIHO CJIeH MPHIAraHeTO Ha MOAXOASIIH MEPKH.

HapyineHus Ha ouuTe

Hapywienns Ha oumTe, NOHAKOra MporpecHpaliy 1o 3aryba Ha 3peHHeTo, ¢a ChoOIIaBaHH MpH
NAalMEHTH JIEKYBaHH, ¢ TakponuMyc. ITpn Hakou cnyyau ce cro01uana 3a BE3CTaHOBABAHE NPH
NpeMHUHaBaHe KbM a/ITepHATUBHA UMYHocynpecus. [launenTuTe Tpabsa na 66041 CHBETBAHH A
¢cb00INaBAaT 3a MPOMEHH B 3PUTENHATA OCTPOTA, TPOMEHH B LIBETHOTO 3PEHHE, 3AMBIJICHO 3PCHHE
WM fe(PeKTH B 3PHTEHOTO NMONE H B TAKKBA CIIyYaH C€ NpenophyBa He3abasHa OLEHKa C
HacouBaHe KbM OQTAIMOJION, aKO € FOOXOAALLD.

HHdekuHn, BRIIOYUTETHO ONOPTIOHUCTHYHU HHAEKIIHU
[TalieHTH, Ha KOMTO ¢a NMpUIaraHi UMYHOCYIIPECOpH, BKIounTenHO [Iporpad, ca HinoxkeHH Ha

NOBHUIEH PHCK OT HHEKLNH, BKIIIOYHTETHO ONOPTIOHUCTHYHH HH}pEeKUMH (DaKTepHaniy,
reOMYHH, BUPYCHH H NPOTO30iiHN ), HanpuMep CMV Hrdexuus, HepponaTns, npuynHeHa or BK
BUPYC K MporpecuBHa My aTugokanHa nesxkoeHuedanonatus (IIMJI), npuunnena ot JC supyc.
[TalHEHTHTE ca H3N0XKEHH ChIO HA MOBHINEH PHCK OT HHQEKLIMK C BUPYC Ha XENaTHT (
HalpHMep peaKkTHBaLMs U de novo nHPekms ¢ xenatuT B B C , kakTo ¥ xenatut E BHpyc, KOoHTO
MOXE /18 CTAHAT XpOoHW4HH). Te3H HWHQEKIMH YeCcTO ca CBbP3aHH ¢ BUCOKO 00mo
HMYHOCYIPECOPHO HATOBAPBAHE W MOTAT Ja IOBEJAT 0 CEPHO3HM WK (paTanHH 3abonananus,
BKJTIOYHTENHO OTXBBPIIAHE Ha PHCAAKATA, KOUTO JIeKapHTe TpAOBa Ja UMAT NpeaBu/ B
AudepeHIMaNHaTa JHATHO3a PH HMYHOCYTIPECHPaHU NALMEHTH ¢ BIIOINIABALIA C€ YEPHOAPOOHa
1K 6Bp0peyHa QYHKLMA WIH HEBPONOTHYHH CHMITTOMMU. 3a MPEBEHIUA H OBNIaAABAHE Ha
uHdexuuuTe TPAOBA Aa ce cneaABaT CbOTBETHUTE KIMHHYHH PBKOBOJCTBA.

TpomGoTuna Mukpoanruonatis (Thrombotic microangiopathy TMA) (BKIIOYHTENHO
XeMOJHTHUYEH YpeMHueH cuHapoM (Haemolytic uraemic syndrome HUS) u TpoMboTHUYHA

TpoMGoiMToneHuyHa mypnypa (Thrombotic thrombocytopenic purpura TTP)
Inardosara TMA, BiunouurenHo rpoMboTHuHa TpoMbGounTonenuyHa myprypa (TTP) u

XeMOJIUTHUYeH ypeMuyeH cuHapom (HUS), noHskora Bogema oo 6u0pevHa HEA0CTaThYHOCT WIH
NeTaneH Uixol, TpAOBa 1a ce MMa NpeIBU NPH NALMEHTH C XEMOJIHTHYHA aHEMUSA,

TPOMOOLIHTONEHHMA, YMOpa, NPOMEHIHBH HEBPOJIOTHYHH NPoABH, 60peuHo yBpexaaHe H
NOBMLICHA TEMMEpaTypa. AKO ce AHarHocTuuMpa TMA, e HeoOxonumo He3abaBHO JeveHue H

TpAOBa Aa ce OOMHUC/IU CTHPAHE HA TAKPOJIHMYC IO MPELICHKA HA NCKYBaLllia Jiexap.

ChITETCTRAIIOTO MTPHIIOKEHKE HA TAKPONMMYC ¢ HHXHOHWTOP Ha TapreTa 3a panaMHIHH MpH
bozalinuu (mTOR) (Hanp. cHPONHMYC, €BEPONMMYC) MOXKE Aa HOBHILUH PACKA OT TPOMOOTHYHA
MMKPOAHTHOTIATHA (BKJIIOYHTEIHO XEMOJIMTHYEH YPEMHYEH CHHAPOM H TpoMOOTHYHA

TpOMOOLIMTONEHHYHA ITypITypa).

Yucta anta3zus Ha eputpouutre (PRCA)

CpoOLLEHH ca clTyuad Ha YHCTa anjia3ua Ha epurpoluTHTe (PRCA) npH nauxeHTH NEKyBaHH ¢
Takponumyc. Berukure nauneHTn crobmasar 3a puckoBu ¢akTopH 3a PRCA, karo undexims ¢
napeoBHpyc B19, cpneTcTBalIO 3a00N9BaHEe WIIH CHITHTCTBALLO JieueHHe, cBbp3BaHH ¢ PRCA.

[loMoLIHH BeluecTBa




Twii kato Ilporpad TRbpAH KancynaH ChbAbpKa JAKT03a, MALHEHTH ¢ peAKH HAC/IeICTBCHH
npo6aeMH Ha HEMOHOCHMOCT KbM raflakTo3a, TBJICH JIAKTAa3€H NCGHLIMT HITH FIIOK030-TajlaKTo3Ha
manabcopbums He TpaOBa Aa NpHEMAT TOBA NEKAPCTBO.

TleuaTapCKOTO MACTHIO H3NMON3BAHO 32 MApKHpaHe Ha kancynute Prograf ceabpxa coes
neumTrH. [IpH NaLHEeHTH, KOUTO Ca CBPBXYYBCTBHTEIHH KbM (PBCTHYCHO MACIO HIH COA, TpaOBa
14 ce OLIEHH PHCKA H TEXXECTTa Ha PEaKiHATa Ha CBPbX4YYBCTBHTEIHOCT Cpellly Nnon3ara oT
u3nonssaHe Ha Prograf. ToBa nekapcTBoO chabpka no-Manko ot | mmol Hatpwii (23 mg) Ha
Kancyna, T.. MOXe J1a Ce Kaxe, Yye NMPaKTHYECKH HE ChAbpkKA HATPHH.

4.5 BiaumMoaeHcTBHE ¢ APYTH JeKAPCTBERE NPOAYKTH H ApYrH GOpMH Ha
B3AHMOAeHCTBHE

MeTabonUTHH B3IaUMOAEHCTBHA
CHCTEeMHO HATHYHHAT TaKpoJHMyc ce MeTaGonuzupa upes yepHonpobHusa CYP3A4. Uma

AOKA3aTesICTBA CHIIO H 33 CTOMALIHO-YpeBeH MeTabosinseM upes CYP3A4 8 ypeBHaTa CTEHa.
CrensTcTBamiaTa yroTpeba Ha IeKapCTBEHH WK PACTHTETHH NPOAYKTH, KOUTO HHXHOHpAT WK
npoayuupat CYP3 A4, Moxe 1a BIUse BbPXY TAKPOJIHMYC H Upe3 TOBa Ja yBeJIH4H HIH 1a
HaMaJH KPHBHHUTE My HHBA. [To nonoben HaYWH MPEexpaTABAHETO Ha NPUIAraHeTo Ha TaKHBA
NPOAYKTH WIH PACTUTENIHH JIEKapPCTBA MOXKeE Ja MTOBJIMAE BhPXY CKOPOCTTA Ha MeTaboIH3HpaHe
Ha TAKPOJIMMYC, 4 OTTAM H BbPXY HHBATA HAa TAKPONTHMYC B KPBBTA.

(dapMakOKMHETHUHHTE MPOYUBAHHSA MOKA3BAT, Y€ MOBHILIABAHETO HA HUBATA HA TAKPOITHMYC B
KPbBT4, KOT&TO Ce Mpuiara eqHoBpeMeHHO ¢ HHXHOUTOpH Ha CYP3 A4, e pesyaTaT OCHOBHO OT
MOBHLIABAHETO HA MepopanHaTa 6HOHATHYHOCT Ha TaKPOJMMYC, KOETO CE ABJDKH Ha
MHXHOMpaHETO Ha raCTPOMHTECTUHAIHUA METa00NH3BM. EQEKTET BhpXY YEPHOAPOOHHA KIIHPBHC
e no-cnabo uspasex.

CuiHO ce nmpenopbyBa BHUMATEIHO MOHHTOPHpaHE H8 KOHLIEHTPALIMKMTE Ha TakpoJMMYC B
KPbBTa noj HabMOACHHETO Ha CIEHHANHCT TPAHCIUIAHTOMOT, KAKTO H MOHHTOpHpaHe Ha
¢yHKIMATA Ha TTpUcankarta, yab/okaBaHeto Ha QT unrepBana (¢ EKT'), 656peunara dyHkima u
APYTH HEXKEJlaHHW PEaKLMi, BKIIOYHUTETHO HEBPOTOKCHYHOCT, KOTaTO C€ H3NOA3BAT
€IHOBPEMEHHO BElIECTBA, KOHTO MOXKE 18 poMeHsIT MeTtabonnima Ha CYP3A4 u ga ce
aalTHpa WIH NPeKbCHE 103aTa Ha TAKPOITHMYC, aKO € NOAXO0AAILO, 32 /1a C€ NOANbPHKA CXOQHa
EKCIO3HLIMA Ha TAKPOJIHMYC (BX. TOUKH 4.2 H 4.4). [To nonoben HaunH nauueHTHTE TpROBa 14 ce
MOHHTOPHPAT BHHMATENHO, KOTaTO H3NO3BAT TAKPOJIHUMYC €IHOBPEMEHHO C HAKOIKO BEILIECTBA,
kouTo BiMssT Ha CYP3A4, Thit kaTo epeKTUTE BHPXY €KCITO3ZHLMATA HA TAKPOIUMYC MOXKE 1a
ObaaT ycHIEeHH WM HAMATICHH.

JlekapCTBEHMTE NPOJYKTH, KOHTO HMAT e(eKT BBPXY TAKPOJIMMYC, ca MOCOYeHH B Tabnuuara no-
aony. [IppmeprTe 3a TekapcTBeHH B3aUMOEHCTBHA HAMAT 34 L€ Ja ObAaT H3uepnaTeHH HiIH
BCeoOXBaTHH H NOpaaHx ToBa TpAOBa Ja ce HANpaBH CNpaBKa ¢ KpaTkaTa XapakTepHCTHKa Ha
NPOIYKTA Ha BCAKO JIEKAPCTBO, KOETO Ce MpUara eJHOBPEMEHHO C TAKPOJIMMYC, 38 HHpOpMAaLIui,
CBBbP3aHA C ITbTA Ha MeTabonu3upaHe, MbTHULLATA HA B3AUMOACHCTBHE, NOTEHLHATHUTE PHCKOBE H
KOHKPETHHTE ACHCTBHUA, KOMTO Ja OBbAAT MpeapHETH MO OTHOLLEHHE HA €AHOBPEMEHHOTO
NpUIOKEHHE.

JlekapcTBEHH NMPOAYKTH, KOMTO UMAT €deKT BHpXY TAKPOJIHMYC




Knac unu uMe Ha EdekT Ha nekapcTBeHO IlpenopbKKH OTHOCHO

NeKapCTBOTO/BEIECTBOTO B3aUMOJCHCTBHE €AHOBPEMEHHOTO
NPIWIOKEHHE

I"pelindpyT i cok ot Moxe na ce nopuwar Hai- | Jla ce u3barsa rpeiingpyt

rpeingpyr HUCKHTE KOHLEHTPALMK HA | WIH COK OT rperndpyT

TAKpOJIMMYC B L1512 KPBB U
1a C€ YBEJIH4YH PUCKBT OT
CEpHO3HH HEXKEIaHH
peakuds (HanpuMep
HEBPOTOKCHYHOCT,
yabpkasane Ha QT
HHTEpBana) [/eox.

movxa 4.4].

LxknocnopuH

Moxe aa ce MOBULUAT Ha#-
HHCKHTE KOHLEHTpPAaLHH Ha
TAKPOJIHMYC B LISJIA KPbB.
OcBeH TOBa MOXKE Ja C€
NOABAT

CHHEPrH4YHW aiUTUBHH
He(POTOKCHYHH €PEKTH.

TpsOBa na ce u3barea
¢AHOBpPEMEHHaTa ynorpeba
Ha LIMKJIOCTIOPHH H
TaKpOIUMYC [&oic.

movka 4.4].

[TpoxyxTH, H3BECTHH C
He(PPOTOKCHUHHTE WIH
HEBPOTOKCHYHKTE CH €(peKTH:
aMHHOIJIHKO3U/H, THpa3HH
HHXWOUTOPH, BAHKOMMUHH,
cyndameroxcason +
tpuMeTonpuM, HCIIBC,
raH{MKJIOBUP, ALIMKIOBHD,
amdorepuuuH b, néynpogen,
uMaogoBHp, pockapHeT

Moxe aa ce noBUILAT
HeHPOTOKCHYHUTE KITH
HEBPOTOKCHYHHTE eeKkTH

Ha TaKpOJIHMYC.

Tpabea na ce n3bdrea

eAHOBpeMeHHaTa ynorpeba

Ha TAKPONUMYC ¢ JIEKAPCTRA,
33 KOUTO € U3BECHO, ue

NpUTEKABAT HEPPOTOKCHYHH
edexn. Koraro
€OHOBPEMEHHOTO
MPHWIOXKEHHE HE MOXE Ja ce
n3berxe, TpaOea na ce
MoHuTOpHpa 6B0peunara
(YHKLMA ¥ APYTH HEXEIaHH
peakllMH 4 Aa ce ajalTHpa
J103aTa Ha TAKPOJIMMYC, aKo €
Heo0X0aHUMO,

CunHH HHXHOHTOpPH Ha
CYP3A4:

NPOTHBOrbOUUHH CPeACTBa
(HanpuMep KeTOKOHA3011,
HTPaKOHa30J1, 103aKOHA30/1,
BOPHKOHA30JT), MAKPOJIHIHH
aHTHOHOTHLIM (HanmpuUMep
TEJIUTPOMHULIHH,
TPOJICARHAOMMIIHH,
KIIApHTPOMMLINH,
fiozamuuui), HIV nporeasHu
HHXHOMTOPH (Hanpumep
PHTOHABHP, HEKPUHABUD,
cakeuHaBup), HCV

Moxe aa ce MoBHILAT Hak-
HHUCKHTC KOHLICHTPALIHH Ha
TAKPOJIUMYC B LifN1a KPbB H
A4 C€ YBENHYH PUCKDBT OT
CEPMO3HH HEXENaHH
peaxkLuH (HanpuMep
HEePPOTOKCHUYHOCT,
HEBPOTOKCHYHOCT,
yaboxaBaHe Ha QT
UHTEPBAaJia), KOSTO U3UCKBA
BHHUMATEJHO MOHUTOPHPaHE
[8o1c. mouka 4.4].

Moxe 1a Bb3HHKHAT Obp3u
M pe3KM NOBULIEHHUA Ha

[IpenopbuBa ce u36Areane Ha
CBITHTCTBRALIA YyIOTpeda. AKO
He MOXKe 113 ce¢ H30erHe
€AHOBPEMEHHO MPHIIOKEHHE
Ha CWIeH HHXHOHUTOp Ha
CYP3A4, oOmucnere
BBL3MOXHOCTTA 3a
poIyCKaHe Ha J03aTa
TaKpONMMYC B €H4, B KOHTO
€ 3aMOYHAT NPHEMET Ha
CHJIEH HHXHOHUTOP Ha

CYP3 A4, 3anounere OTHOBO
npuemMa Ha TAKPOJIMMYC H2




Knac unu Hme Ha
JIEKAPCTBOTO/BEILIECTBOTO

Edekt Ha nekapcTBEHO
B3aUMO/ICHCTBHE

ITpenopbKH OTHOCHO
€AHOBPEMEHHOTO
NPHIIOKEHHE

npoTea3HH HHXHOHTOPH
(HanpuMep Tenanpesup,
GouenpeBup U KOMOHHaLMATA
ot oMbuTacBup H
MApHTANIPEBUP C PUTOHABHD,
H3NOJI3BaHA CbC U 6e3
na3abyeup), Heda3o0H,
({hapMaKOKHHETHUHHAT
eHxaHcep xobHuucTaT
HHXHOHUTOPHTE HA KWHA3aTa
HAenanTu3HO N LEPUTHHHO.
HaGnronapanu ca cbilo
CHJIHM B3aUMOIEHCTBHA C
MaKpOJIHAHHA aHTHOMOTHK

€PHUTPOMHLIHH.

HMBATa Ha TAKPOJIHMYC OLIE
B paMK{Te Ha 1 — 3 AHK
cnel e AHOBPEMEHHOTO
NPHIOKEHHUE BRIIPEKH
He3a0aBHOTO HaMAIABAHE
703aTa Ha TAKPOJIUMYC.
Obwara excno3uuuA Ha
TAKpOJIMMYC MOX€E aa Ce
yBeanuM >5 meTd. Korato
ce NpuaaraT ¢AHOBpEeMEHHO
KOMOMHALUH C PHTOHABHD,
€KCO3HLMATE Ha
TaKPOJIUMYC MOXE 8 C€
nosHiH >S50 ITbTH.

[1pu noyTH BCHUKH
NalHEeHTH MOXeE Ja &
HeobX0AUMO HaMaIsBaHE
Ha A03aTa TAKPOJIHMYC H
MOXe€ J1a Ce HAJTOKH ChLUIO
BPEMEHHO NPEKLCBaHE Ha

npHeMa Ha TAKPOJIUMYC.
EdexTsT BHPXY
KOHLIEHTPALUATA Ha
TaKPONHMYC B KPBBTa MOXE
1a OCTaHE HAKOJIKO AHM
cea MPUKIIOYBaHE Ha
€JHOBPEMEHHOTO
NPHIICXKEHHE.,

1038 Bb3 OCHOBA Ha
KOHLICHTPALHHTE Ha
TAKpPOJIHUMYC B KPBBTA.
[TpoMeHuTE Ha fo3aTa
TaKpOJUMYC W/WIH Ha
YECTOTATA Ha NPHJIAraHe
TpsOBa aa ce

HHIUBUIY ATM3HPAT H
afanTypar cnopea Hy»Kiarta
Bb3 OCHOBA HA HAN-HUCKHTE
KOHLICHTPALIMHU Ha
TaKpONHUMYc, KOUTO TpaOBa
14 C€ OLEHAT KbM MOMEHTa
Ha HHHLUMHPAHE, Ja ce
MOHUTOPHPAT HECTO Mpe3
LRN0TO BpeMe (KaTo ce
3aNOYHe NMpe3 MbpPBHTE
HAKOJKO AHH) U J1a C€ OLIEHAT
MOBTOPHO NpPH U el
3aBbPILIBAHE HA [PHWIATaHETO
Ha uHxubuTopa Ha CYP3A4.
[ipu 3asbplLIBAHE HA
NPWIATaHETO CHOTBETHATA
71034 K YeCTOTa Ha NMpraraie
Ha TaKkponuMyc Tpadbsa na ce
Ofpe/ieNIH Bb3 OCHOBA Ha
KOHLIEHTpALIMUTE Ha
TAKPOJIMMYC B KPBBTA.
BHHMaTenHO MOHUTOPHpaHe
Ha ObbOpeuHaTa PyHKUHS,
EKT 3a yabmmkasane Ha QT
HHTEPBAJIa U APYTH HEXEJTaHH

PEaKUuH.

YMepeHu Ui cnabu
uHxnburopu Ha CYP3A4:
NpOTHBOrbOHYHH CPEACTBA
(Hanpumep $yKoHa3o,
W3aBYKOHA30, KJIIOTPHMA301,
MHUKOHA30JT), MAKPOJIHAHH
aHTHOHOTHLIM (HanpUMeEp
a3UTPOMHULIME), OJTOKEpH Ha
KaJILMEBHTE KaHAJIH
(HarpuMep HHQEOHUIIHH,
HUKAPAMIIHH, JHIITHA3EM,
BEparnaMIUT), aMHOJAPOH,

Moxe na ce noBULLAT Ha#-
HHCKHTE KOHLICHTPALIHH Ha
TAKPONUMYC B LAIAa KPBB U
& C€ YBEJIMYH PUCKBT OT
CEPHO3HM HEXKEJTaHH
peaxumH (HanpuMep
HEBPOTOKCHYHOCT,
yawpkaBaHe Ha QT
HHTEpBaJa) [eoic.

mouxa 4.4]. Moxe na
BB3HHKHE Obp30

YecT0 MOHHTOPHpaHE Ha Hak-
HHCKHTE KOHLIEHTPALHH Ha
TaKpOJIMMYC B 4118 KPBE,
KaTo ce 3arnoyHe npe3
ITbPBHUTE HAKOJKO AHH OT
€HOBPEMEHHOTO Il
puhoxenue. Hamandapaxe Ha
03aTa Ha TAKPOJIHUMYC, aKo €
HeobxoauMo [eoxc.

mouxa 4.2]. BuuMaTenHo
MOHHMTOpHpaHE Ha
OpOpeunara QpyHKLMA,




Knac win ume Ha Edekr Ha nekapcTaeHo [TpenopLkH OTHOCHO
JIEKAPCTBOTO/BELIECTBOTO B3auMOJeHCTBHE €AHOBPEMEHHOTO
NPHIOKESHUE

AaHA301, ETHHWIECTPaZHON, | MOBHLIABAHE HA HUBOTO Ha | 3a yawnkaBaHe Ha QT

JIAH30TIPa30J1, OMENpason, TAKPOJHMYC. MHTEPBAIA H JPYIH HEXENaHH
enbacBHp/rpa3onpeBup peaKilui.

riaeKanpeBUp/ MHOPEHTACBHP,

NPOTHBOBUPYCHHU CPELLY

HCV, nerepMOBHp cpelry
CMYV M THPO3HH KMHA3HUTE
HHXHOHTOpH HWIOTHHMO,
KPH30THHHO, HMaTHHKG K
PacTHTEAHH JIEKAPCTBA (OT
TpaaHLIHOHHATA KHTAHCKa
MEIHLHHA), ChAbPKALIH
eKCTPaKTH OT Schisandra
sphenanthera

In vitro cneauure BewiectBa | Moxe na ce noBHIIAT Ha- | MOHUTOpHpaHe Ha Hak-

ca Nnokasaju, 4Ye ca HHCKHTE KOHLUEHTPalUKH HA | HHCKYTE KOHLICHTPALIMK Ha
NOTEHLHATTHM HHXHOHWTOPH TAKpOJIMMYC B 11 KPBB H | TAKPOIIUMYC B 114 KPBB H
Ha MeTaboNK3Ma Ha Jla C€ YBEJIMYHK PHCKBT OT HamassBaHe Ha Jno3ara Ha
TAKPOJTUMYC: OPOMOKPHUITTHH, | CEPHO3HH HEXETaHH TAKPOJIMMYC, aKO €
KOPTH30H, JANCcOoH, peakumu (Hanpumep HeoOXxoauMo [aoic.
eproTaMHH, FeCTO/IEH, HEBPOTOKCHYHOCT, movxa 4.2]. BHUMaTenHo
JIUAOKAHH, ME(ECHHTOHH, yabokaBaHe Ha QT MOHUTOPHPAHE Ha
MHIAa3051aM, HHJIBAIHITHH, HUHTEpBaIa) [/6iK. 6nv0peuHara pynkuus, EKT
HOPETUCTEPOH, XHHHIUH, mouxa 4.4]. 3a yawnkasaHe Ha QT
TAMOKCH(EH. MHTEPBaNa U HPYrH HeXenaHH
peaKLiHH.
CHIHM HHIYKTOPH Ha Moxke na ce noHwkar Haii- | IlpernopbuBa ce n3barsaHe Ha
CYP3A4: HMCKHTE KOHHEHTPAUMWH Ha | CBITBTCTBAWIA ynoTpeba. Ako
prdaMnHiliH, PEHUTOMH, TaKpOJKMYC B Lif1a KPBB H | He MOXe aa ce HiberHe, Moxe
kapbamazenuH, anaiyTaMui, | A& C€ YBEJIIMUYM PHCKBT OT Ja € HeoOXOoaMMOo
€H3aTyTaMHI, MHTOTAH HIIH | OTXBBpASHE [6oxC. NOBULIABAHE HA 1034Ta
KBIT KaHTapHOH (Hypericum | mouxa 4.4]. Makcumanen TAKpOJIHMYC MNMPH NALUHECHTHTE,
perforatum) edexT BLpXy [IpoMeHHTE Ha f03aTa
KOHLEHTpaLHUHUTE Ha TAKpOJUMYC TpaOBa Ja ce
TAKPOJIMMYC B KPbBTA MOXKE | HHIHBHIOYANU3UPAT H
Aa 6wvae nocTurHar 1 — aZarTHpaT cnopea HyXJarta
2 cenMutM cnen Bb3 OCHOBA HA HAH-HHUCKHUTE
€IHOBPEMEHHOTO KOHLIEHTPaLH Ha
npunoxenue. EQekTsT TaKpOJIUMYC, KOUTO TpsalBa
MO Na ocTaHe | — Ja ce OLICHAT KbM MOMEHTA
2 cenaMMLIM cnefl Ha HHHLMKpAHE, Aa ce
NPUKIICYBAHE Ha MOHHUTOPHPAT Y€CTO Mpe3
NIEYEHHETO. LAUI0TO BpeMe (KaTo ce

3aro4He npes NbPBUTE
HAKOJNKO AHK) H 14




Knac wiyn uMe Ha
NIEKapCTBOTO/BELIECTBOTO

EdekT Ha nekapcTBeHO
B3aMMOAEHCTBHE

[penopskd OTHOCHO
€IHOBPEMEHHOTO
NPHIOKECHHE

OTHOBO MpH H cliex
3aBbpIIBAHE HA NPHJIAraHETO
Ha HHAyKTOpa Ha CYP3A4.
Cnepn 3apbpliBaHe Ha
M3NO/I3BAHETO Ha HHIYKTOpa
Ha CYP3A4 no3arta
TAKPOITHMYC MOXKE J1a Ce
HAJIOXKH JAa Obae ananTHpaHa
nocTeneHHo. BHUMaTenHo
MOHHTOPHpAHE Ha (QYHKLIMATA
Ha [PUCAJKATA.

YMepEeHH HHAYKTOPH Ha
CYP3AA4.

MeTaMH30J1, peHodapourai,
H30HHa3K], pudadbyTHH,

Moke ga ce MOHWKAT Hall-
HHCKHTE KOHLICHTPALIUH Ha

TaKpOMHMYC B LisJ1a KPBB H
Aa C€ YBEIHYM PHCKBT OT

MoHuTOpHpaHe Ha HaM-

HHUCKHUTE KOHLIEHTPALIHH Ha
TAKPOJIMMYC B LS8 KPBB H
yBEJIMYaBaHE Ha 103aTa Ha

edaBUpEHL, CTPaBHPHH, OTXBBPIISHE [60K. TaKpONIHMYC, aKo €

HEBHpPAITHH; cJ1abu mouxa 4.4]. HeoOX0aAUMO [eoic.

HHAYKTOpH Ha CYP3A4: movyka 4.2]. BEumarenHo

GAYKNOKCALWTHH MOHHTOpPHpPAaHE Ha QyHKLMATA
Ha [pHCaJKara.

KacnodyHrux Moxe ga ce noHkart Haii- | MoHMTOpHpaHe Ha Ha-

HHCKHTE KOHLICHTPAaLIMHY Ha
TAKpOIIHMYC B LIA]1a KPbB H
13 C€ YBEJIMYH PUCKDBT OT
OTXBbpasHe. MexaHH3MbT
Ha B3aHMOJICHCTBHE HE €
YCTaHOBEH.

HUCKHTE KOHLIEHTpAlliH Ha
TAKPOJIHMYC B 1118 KPBB H
yBeJIHYaBaHe Ha 103aTa Ha
TAKPOJIHMYC, aKo €
HeoDxoaumo feorc.

movyxa 4.2]. BHUMaTeNnHO
MOHHUTOpRpaHe Ha QyHKIMATA
Ha NMPHCAAKAaTa.

Kanabuanon (HHxHO6UTOp Ha
P-gp)

Crobimasa ce 3a
MOBHILEHH HHBA Ha
TAKPONUMYC B KPbBTa
IPHU CHITBTCTBALLA
ynotpeba Ha TAKPOJIMMYC
¢ kaHabunyon. Topa
MOX€E 14 ¢€ Ab/DKH Ha
HHXUOUpaHe Ha P-
rIWKONPOTEHHA B
4yepBara, KoeTo BOJAM A0
NOBHlIABAHE HA
OHOHATHYHOCTTA Ha

TAKpOJIMMYC.

Taxponumyc ¥ xanabunuon
TpaOBa aa ce nmpunarar
€AHOBPEMEHHO C MOBHILEHO
BHUMAHHE, KaTo ce
MOHUTOPHP& BHUMATEITHO 32
HexkenaHu peakuuH. Tpabsa
Ja ce MOHMTOpHpAaT Haii-
HHCKHTE KOHLICHTPaUHH Ha
TAKpONUMYC B LIJ1a KPbB K Aa
ce ajanTypa A03aTa Ha
TAKPOJIUMYC, aKO €
HeoOXoauMo [fexc. mouxku 4.2
u 44

[1poayKTH, H3BECTHH C
BHCOKHMA CH aDMHUTET KbM
[UIA3MEHHTE MPOTEHHH,

TaxponuMyc eKCTEeH3HBHO
ce CBbp3Ba C I1a3MEHHTE
nporeHHH. Tpabpa ga ce

MoHuTOpHpaHE Ha Hal-

HHCKHTC KOHI.IGHTP .
e B, Py ~'!




Knac nnn ume Ha
NIEKapCTBOTO/BEUIECTBOTO

Edexr Ha nekapcTBeHO
B3aUMOJCUCTBHE

[IpenopsKH OTHOCHO
€IHOBPEMEHHOTO
NPHIOKECHHE

nHanpumep: HCTIBC,
NnepopaiHi AHTHKOATYJIaHTH,
nepopanHy aHTHAHAOEeTHH
CpeicTBa

MMAT MPeABHA Bb3IMOXKHHUTE
B3aUMOACHCTEHNSA C ApPYTH
AKTUBHU BELLECTBA,
M3BECTHH C BHCOKHA CH
aPMHUTET KbM IUTA3MEHHTE

NPOTENHH.

ajlafiTUpaHe Ha A03aTa
TAKPONUMYC, aKO €
HeoOxoaumo [eoxc.
mouka 4.2].

[IpoKHHETHYHH CPEACTBA!
METOKJIONIpaMHA, IHMETHIWH
M MAarHe3ueB/aTyMUHHEB
XMAPOKCH

Moxe ma ¢e NOBRKIIAT HaHl-
HHMCKHTE KOHLICHTPALUKMH Ha
TaKpOJHMYC B LiA71a KPBB H
J1a C€ YBEJIHYH PUCKBT OT
CEPUO3HH HEXEAHH
peakLiMH (HanpuMep
HEBPOTOKCHYHOCT,
yowniapaHe Ha QT
HHTEpBAana).

MounnTopHpaHe Ha Hai-
HUCKHTE KOHLIEHTpALMH Ha
TAKpOIHMYC B LIAJIa KPbB
HaMafNgBaHE Ha J03aTa
TAKpPOJIHMYC, 8KO €
HeobxoauMo feorc.

mouxa 4.2]. BHUMaTenHo
MOHHTOpHUpAHE Ha
OnOpeunaTa ¢pyHKUMA, 38
yabbkasaHe Ha QT
uHTepBana ¢ EKI" u 3a apyru
HeXeJlaHH peaKkLUH.

[Toaabpxkawm no3u
KOPTHKOCTCPOHRH

Moke ga ce noHKkaT Hai-
HHUCKHTE KOHLEHTPAlHH Ha
TAKPOJUMYC B LAIa KPbB H
1a C€ YBEIHUYU PHCKET OT
OTXBBpPJISHE [6orC.

mouxa 4.4].

MoHKTOpHpaHe Ha HaH-
HHUCKHTE KOHLEHTpaLHH Ha
TaKPOJIMMYC B LiR/1a KPBB U
yBEIH4YaBaAHE Ha 403aTa
TaKpONUMYC, aKo €
HeoOX0aMMO feorC.

moyxa 4.2]. BHUMaTeHo

MOHHMTOpHpaHe Ha (yHKLMATA
Ha NpUCcaaKaTa.

Bucoka 1103a npesHH30I0H
WIH METWITNPEAHH30N0H

Moxe na nMa BIHAHHE
BbpXY HHBATA Ha
TAKPOJIUMYC B KPBBTa
(NoBHILIABAHE WIH
MOHWXKABAHE), KOraTo ce
MpUNAara 3a jeyeHye Ha
OCTPO OTXBBPJISHE.

MoHHTOpHpaHe Ha Haii-
HUCKHUTE KOHLIEHTpaLHH Ha
TaKpPONHUMYC B LiAa KPbB H
ananTyupaHe Ha fo3ara
TaKpOJIMMYC, aKo €
HeobxoauMo.

HupexkTHO AeiicTBala
aHTUBUpYCcHA (DAA) Tepanus

Moxke na nMa BiiMAHHKeE
BbPXY (papMaKOKHHETHKATA
Ha TAKPONHMYC Ype3
NPOMEHU B UepHOApoOHaTa

¢yHkuuA no Bpeme Ha DAA

Teparus, CBbpP3aHa ¢
KAHPBHC HAa XEMAaTHTEH
Bupyc. Moxe jaa ce nonyuu
NOHWKABAHS HA HUBATA HA
TAKpPOJIUMYC B KPbBTA.

MoHuTOpHpaHe Ha Haii-
HUCKHTE KOHLIEHTPauHH Ha
TAKPOJHMYC B LisU1a KPbB M
azarnTHpaHe Ha A03aTa
TAKPOIHMYC, ako €
HeoDX0oaMMO, 3a Aa ce
OCHIYPH NPOLBIDKHTEIHA
ePHKacHOCT B 6€30MaCHOCT.




Knac wiv uMe Ha EdexT Ha nekapcTBEHO [IpenopbkH OTHOCHO
JIEKapPCTBOTO/BEILIECTBOTO B3aHMOJEHCTBHE €AHOBPEMEHHOTO
NMPWIOKEHHNE

[ToreHuMansT 3a
uHx1bupaHe Ha CYP3A4 Ha
Hakou DAA obavue Moxe aa
HaMaHK To3H edexT WiH aa
JOBeIE A0 NOBHILIEHH HHBA

Ha TAKPOJIHMYC B KPBBTA.

CBbIbTCTBALIOTO NPHIOKEHHE HA TAKPOIMMYC ¢ HHXHOHUTOP Ha TapreTa 3a panaMHULUH NMpH
6o3atinnun (MTOR) (Hanp. cHpoNUMYC, €BEpPOIHMYC) MOXKE a MOBUILMA PUCKA OT TpoMOOTHYHA
MMKPOAHTHOTIATHA (BK/IIOUMTENIHO XEMOJIMTHYEH YPEMHYEH CHHAPOM H TPOMOOTHYHA
TpoMOOLIMTONEHWYHA MypIiypa) (Bxk. Touka 4.4).

Tri#i KaTO NEeYEHHETO C TAKPOIHUMYC MOXKE 1a € CBBP3aHO ¢ XMICPKATHEMHA WIH MOXE 1a 3aCHIH
Beye ChLIECTBYBAILA XHITEpKalHeMus, TpA0Ba Ja ce H30Area NOBHIICH NPHEM HA KaHH, Wiy
KaJIHi ChbXpaHABall{ AHYPETHLM (Hanp. aMWIOPHI, TPHAMTEPEH WAH CMTHPOHONAKTOH) (BX.
touka 4.4). Heo6x0aMMO € NOBULIEHO BHUMAaHHE, KOraTo TAKPOJIMMYC CE NpHaara €AHOBPEMEHHO
C APYTH BellleCTBa, KOHTO MOBUILIABAT CEPYMHHSA KATHIA KATO HANPUMEP TPHMETOTIPHM H
KOTPHMOKCAa30 (TPHMETONpPHUM/ CypaMeTOKCa30), ThH KaTO € H3BECTHO Y€ TPHMETONPHM
AeHCTBa KaTO Kanui ChXpaHaBail AMYpeTHK MoaodHo Ha aMunopua. [Ipenopbysa ¢€ BHUMATENHO
MpocjieAABAHE Ha HUBATA Ha CCPyMHHS KalHH.

Edexrt Ha TAKpOnHMYC BEpXY MeTabonu3Ma Ha JAPYrH 1eKapCTBeHH NPOAYKTH

TaxponnMyc e u3BecteH HHxuburop Ha CYP3 A4; 3aToBa chITbTCTBaIIATa My ynoTpeba ¢
NIEKAPCTBEHK NPOAYKTH, 38 KOWTO € U3BECTHO, 4e ce MeTabonnaupar upes CYP3 A4, moxe na
BIHAE BbPXY TeXHUS MeTabonusbsM. BpeMeTo Ha NOYXHBOT Ha LIMKJIOCTIOPHH € YARDKEHO,
KOTaTo Ce NMpHeMa 3aeHO ¢ TakpoauMyc. OCBEH TOBa MOXKE Ja CE ITOABAT

CHHEPrUCTHMHW/ aAUTHBHY HedpoTokcHuHHU eexTH. [lopanu ToBa He ce npenoprysa
KOMOHHHPAaHO NMPWIOKEHHE Ha LMKIIOCIIOPHH H TAKPOJIMMYC U TpsaOBa na cec BHHMaBa, KOraro
TAKPOJIMMYC ¢e MpH/Iara npH NalMeHTH, KOUTO MPEAH TOBA Ca NOMy4aBalH LIMKIOCTIOPHH (BXK.
pasaen 4.2 u 4.4).

TakponHMYC yBeIHUaBa KPbBHATA KOHLEHTpalUMA Ha PEHHTOHH.

Toii KaTO TAKPONHMYC MOXKE A MOHIDKH KITMPBHCa HA KOHTPALEeNTHBY Ha 0a3aTa Ha CTEPOHIM, 4
TOBa BOAM 10 YBEJIHUYEHA XOPMOHAIHA eKcno3ulMa, TpAOBa 0cobeHO Ja ce BHUMAaBa, KOTraTo ¢e
B3HMAa pPELLUECHHE 3a KOHTPALECNTHBHH MEPKH.

ChlnecTBYBAT OIPaHHWYEHH 3HAHHUA 34 B3aMMOACHACTBHETO MEXKIY TAKPOIHMYC H CTATHHH.
HannyHuTe AaHHH roBOpAT, Y€ (hapMAKOKHMHETHKATA Ha CTATUHHTE HE CE€ MPOMEHA MpH
€JHOBPEMEHHO NPUIOKEHHE HA TAKPOIHMYC.

JIaHHH OT ONKUTH C KUBOTHH NOKA3BaT, Ye TAKPONHMYC MOXKE MNOTECHLHAIHO 1a HAMAJIN KIHPbHCa
W /12 YBEJIHYH BPEMETO Ha MOJYKUBOT Ha (peHoOapOHTAN H (eHA3OH.

MukodeHonora kucenuHa, TpabBa na ce noaxoxaa ¢ NOBHLIEHO BHHMaHHE MpHU KOMOHHHUpaHa
Teparnug, XOraTo ¢€ NpeMHHaBa OT LMKIOCMOPHH, KOMTO BJIMAC Ha €eHTEepOXenaTaHaTa
peLMpKyauMa Ha MUKODEHONOBA KHCEJIMHA, KbM TAKPOMHMYC, KOHTO HAMA TO3H €(EKT, Thil
KaTo TOBAa MOXe Aa JAOBEAC 0 NPOMCHH B EKCIO3ULMATA Ha MUKO(EHOIOBa KHCENHHA.
JlekapcTBaTa, KOHTO MOBIMABAT EHTEPOXETIAaTAIHUA KPLroBpaT Ha MUKOGDEHONOBA KUCeT
MMaT MOTEHLHAN [Ja HAMAJAT IU1a3MEHHTE HHBA ¥ €PHKACHOCTTa HA MHKO(EHOJIO




TepaneBTHYHOTO NEKAPCTBEHO MOHHTOPHPaHE HA MHKO(QEHONOBA KHCEIMHA MOXeE 1a Obae
MOAXOAALIC NPH MPEMHHARAHE OT LIMKIIOCTIOPHH KbM TAKPOIUMYC WIH 0OpPAaTHOTO.

HMyHOCYnpecHUBHHTE CPEACTBA MOXKE Aa NOBIMAAT OTTOBOPa Ha BAKCHHHPAHE W BAKCHHHPaHEeTO
10 BpEME Ha JICYCHHE ¢ TAKPOMHUMYC Moxe Aa Obje no-manko edekrusHo. Ynorpebara Ha KHBH,
aTeHIOWpaHH BAKCHHU TpaOBa na ce u3baraa (Bik. Touka 4.4).

4.6 Pepnanrter, OPEMEHAOCT H KbPMEHE

bpemeHHOCT

JlaHHHTE, MONY4EHH MPH JKEHH, NOKA3BAT, Y& TAKPOIHMYC € CNocobeH Ja NpeMHHaBa npes
mianesTata. ChlleCTBYBa PHCK OT XHIIEPKAIHEMHA NPH HOBOPOAEHOTO (HANp. YECTOTA fIPH
HoBopoaeHuTe 7,2%, 1.e. 8 ot 111), kosTO OOMKHOBEHO C€ HOPMANH3HPA CMIOHTAHHO. JleyeHue ¢
TAKPOJIMMYC MOXKE Jia C€ MMa NpeABHA NpU 6peMEHHH JKEHH, KOraTo HIMa no-be3onacHa
a/TTEpHATHBA M KOraTO OYaKBaHaTa IoJi3a ONpaBAaBa NOTEHLUMANIHMA PHCK 3a fu1oaa. B ciyyali Ha
H3JlaraHe KbM TAKPONHMYC in utero ce penopb4yBa MOHHTOpHpAHE Ha HOBOPOAEHOTO 34
MOTEHLHANHH HeXKeJlaHU peakiuum (ocobeHo edekTH BbpXy 6n0peunuTe)

Pesynmamu om neunmepseHyUOHUIHO NOCMMAPKEMUHz060 npoyYéane 3a besonacnocm
[EUPAS37025]

TTocTMapkeTHHIOBO NMpoy4YBRaHe 3a 6e30onacHoCT aHann3upa 2 905 cryyas Ha OpEMEHHOCT OT
MexayHapoaHHa perucThp Ha GpeMeHHOCT IpH TpaHcIulaHTauuu (Transplant Pregnancy
Registry International TPRI), kaTo oueHaBa H3x04a oT HpeMEHHOCTTA NPH XKEHH, JIEKYBAHH C
TakponuMyc (383 npocnekTMBHO CHOOIIEHH, BTIOUHTENHO 247 NAUMEHTKH C TPAHCIUIAHTHPAH
O0n0pek H 136 ¢ TpaHcINaHTUpaH YepeH Apob), U TAKHUBA, JIEKYBaHH C JPYI'H HMYHOCYTIPECOPH.
B3 ocHOBa Ha orpaHnueHy aHHH (289 npocnekTHBHO CHOOIIEHH cy4as Ha OpEeMEHHOCT ¢
EKCINO3HLUMA HAa TAKPOJIMMYC MpE3 MbPBUA TPHMECTDLP) PE3YJITATHTE OT NPOYUBAHETO HE NOKA3BAT
NOBHLLIEH PHUCK OT rojieMu maingopmauri. Habnosapa ce TeHAEHUKS KbM MTO-BHCOKA YECTOTA Ha
crioHTaHeH abopT cpel XKeHH, JIEKYBaHH ¢ TAKPOJIMMYC, B CPAaBHEHHUE C ANITEpHATHBHH
uMyHocynipecop. Habmonaea ce M TeHAEHIUHS KbM MO-BUCOKa YECTOTA Ha NPEEKIAMIICHA Cpeal
NalHEeHTKHTE ¢ TPaHCIUIaHTHpaH OBOpeK, NekyBaHy ¢ TakponuMyc. Karo uano HaMa J0CTaTb4YHO
JIaHHH, 3a Jla C€ HAMPaBH 3aKIIOYEHHE 32 PUCKA OT Te3H pe3yaTaTH. Cpea NauHSHTKHTE C
TPAHCIVIAHTHPaHH OBLOPEK M YepeH Apob, ¢ eKCNO3ULMA HA TAKPOIIUMYC 110 BPEME Ha
6peMeHHOCTTa, 45% — 55% OT *KHBOPONEHHTE AcLa ca OHIH POAEHH NPEeXASBPEMEHHO, KaTo
75% — 85% ca MMaIl HOPMAJTHO TETNIO 33 MeCTAlIMOHHATa CH Bb3pacT NpH paxaaHeto. Iloaobusu
pe3yJTaTH ca HabMoAaBaHU MPH APYTH KMYHOCYTIPECOPH, BLIIPEKH Y€ € TPYAHO Ja CE NpaBAT
3aKTFOYEHHSA NOPaAH OrPaHUMEHUTE JaHHH.

[py nibxoBe H 3aifiiM TAKPOJIHMYC NPEAX3BHKBA eMOpHOdETAIHA TOKCHYHOCT MTPH A03H, KOHTO
ca JISMOHCTPHMpaH TOKCHYHOCT 3a MaiikaTa (BX. To4ka 5.3).

KbpMeHe

JanHuTe Npu XOpa MOKA3BAaT, Ye TAKPOIHMYC MpEMHHaBa B KbpmaTta. Tbil kaTO BPEAHOTO MY
AelicTBHE BBPXY HOBOPOJACHOTO HE MOXKE Aa Ob/ie HIKIHOUEHO, XXEHUTE HE TpADBa 1a KepMAT
aokaro npuemar [porpad.




DepTUIHTET
HeraTmBeH edeKT Ha TaKpONUMYC BBPXY (eprunurera npn MBXKHTE, No4 GopMaTa Ha HAMaleH

6poil ¥ NOABIKHOCT Ha CEPMaTO30KANTE, € Ha0MmoaaBaH NpH ILTBX0BE (BX. TO4YKa J5.3).
4.7 E¢exrn BhpXy cnocobHOCTTa 32 modHpane B padoTa ¢ MAIIHHA

TakponuMyc MOXE Aa NPeAU3BEKA 3PUTENTHA W HEBPONOTHYHH CMyLeHHs. To3H eeKT MOXKe aa
ce 3aCHH, ako 3aeqHo ¢ [lporpag ce koHCYMHpa H alKOXoJ.

4.8 HexeNlaHn JeKAPCTBEHH PeaKIHHA

[TpodpWTbT Ha HEXKENAHHTE JIEKAPCTBEHH PEaKiMH, CBbP3aHH C HMYHOCYNIPECHBHH CPEICTBA,
YeCTO ce onpeaens TpYIHO, MOpaay OCHOBHOTO 3800/BaHE H €AHOBPEMEHHATa ynoTpeda Ha
MHOTOOPOtHH MEeIHKALIMH.

MHOro OT HEXENaHHUTE JICKAPCTBEHH peaKilHH, CIIOMEHATH NO-A0JTy, ¢a O0paTHMH H/HWIH ce
NOBJIHABAT MPH HAMAJIABaHE Ha n03aTa. [lepopanHOTO NPHIOKEHHE H3IEKIA € CBLP3aHO ¢ No-
HHCKa YeCTOTa Ha HEXXeNlaHH JIEKAPCTBEHH PeakLMH B CPABHEHHE ¢ HHTPABEHO3HAaTa ynorpeda.
Hexenannre fieKapCcTBEHH peakKUHK ¢a H30pOoeHH NO-J0IY B HU3XOAALI Pell B 3aBUCHMOCT OT
4eCTOTaTa Ha NoABaTa: MHOTO YecTH (>1/10); wectn (=1/100, < 1/10); Heuectu (=>1/1 000,
<1/100); peaxn (=1/10000, < 1/1000); mroro peakxn (< 1/10000); ¢ HeuspecTHa uectoTa (OT
HATHYHHTE AaHHH HE MOXKe 1a Obae HanpaeeHa olEeHKa).

Hudexin u undecrauny

Kakto ¢ nobpe H3BecTHO 3a ApYTH ¢PEeKTHBHU UMYHOCYTIDECHBHH CpelCTBa, NALHEHTHTE,
NOJIY4ABALIH TAKPOJIHMYC, Ca C YBEIHYEH PHCK OT HHQEKLIMH (BUPYCHH, OaKTepHaTHH, rbOH4HH,
npoTo30itHK). [IpoTHuaHeTO Ha CHLUIECTBYBAIIM HHOEKLNH MOXE Aa ce Brolun. Moxe ga ce
NOABAT H NEHEPANIM3HPAHH H JIOKAJIUIUPAHU HH(EKLIHH.

Hma crobinexns 3a cinyyan Ha CMV uHdekums, Hedponarus, npuunneHa ot BK supyc, kaxro
3a CJIy4aH Ha nmporpecuBHa MyaTHdokaiHa seskocHUedanonatua (IIMJI), npuunnena ot JC
BMPYC MPH NALKEHTH, H2 KOHUTO ca MpHIIaraHd HMYHOCYTIPECOPH, BKMOYHTENHO Prograf.

HeonnaszMu - 100poKaYeCTBEHH, 3JIOKAYECTBEHH B HEOTIPEACNCHH ( BKIIOUHMTE/IHO KMCTH H
MOJIUIH)

[TaieHTHTE, NOANOMXEHU HA HMYHOCYIIPECHBHA TEPAITHS, €4 C [I0-BHCOK PHCK 334 Pa3BUTHE Ha
3/j0Ka4YecTBeHH 3abonasanna. Crob1asa ce 3a 106poKaYeCTBEHH, KAKTO H 38 JTOKAYECTBEHH
HeOILU1a3MH, BKIIOYHTENTHO B cBbp3aHH ¢ EBV nuMdonponudepaTisHu HAPYLUICHHA, KOXKHH
3/I0KaYecTBEHH 0Opa3yBanys M capkom Ha Kanoiu BbB Bpb3Ka C JIEYEHHE C TAKPOIHUMYC.

HapvuieHus Ha BTA WU JUMbHATA cHCTEMA

YecTn: aHeMHA, JIEBKOTICHHA, TPOMOOLIUTONEHHA, JIEBKOUMTO38, A0HOPMHH
€PHTPOLIMTH

Heuectu: KOarynonaTis, aOHOPMHH aHa/IH3U HA KPBBOCBCHPBAHE H KbPBEHE,
NaHLMTONEHHA, HEYTpOneHHs, TPOMOOTHYHA MEKPOAHTHOTIATHA

Penxu: TpoMBOTHYHA TpOMOOLIHTONIEHHYHA ITYPITYpa, XHIONPOTPOMOHHEMHSA

C Hen3BecTHa YHCTA AIJ1a3uA Ha CPUTPOLIMTHUTE, arpaHyJIOLMTO3a, XEMOJHTHYHE AHCMHA,
YeCTOTA: ¢dbebpwiHa HEYTPONICHMUA

Hapywienns Ha HMYHHATa CHCTEMA
ANlepruyHy v aHaHNaKTOWIHH peaKLHH ca HabmoAaBaHy NPy NalKHEeHTH, MOIyY

TAKpONUMYC (BX. TOUKa 4.4).




Hapyioenss Ha eHAOKPDUHHATE CHCTEMA
Peaku: XHP3YTH3BM

HapyuieHnsa Ha MeTaboIM3Ma H XpaHEHEeTo

MHoro yecTu:
YecTH:

HeuectTn:

XHNEPrIUKEMHIYHH ChCTOSHMSA, 3aXapeH AHabeT,XHnepKanaieMHs
XHNOMarHe3neMus, XunogochareMus, XHINOKaTHEMHUA, XMTTOKATLIHEMHA,
XMIIOHATPHEMHS, TIPETORAPBAHE C TEYHOCT, XHIIEPYPHKEMHES, TIOHIDKEH
aneTuT, MeTaboMUTHA aljH03a, XHNEPAMNHACMHS,
XHIIEPXOJIECTEPOSIEMHUSA, XHNIEPTPHITHUEPUAEMHS, APYTH €IEKTPONHTHH
AHOMAJIHH

AEXHAPAaTHPAHE, XHNONPOTEHHEMHA, XUnepdocdhaTeMus, XUNOTTHKEMHA

[TecuxHyHM HapYILIEHHS

MHOro uecTH:
YecTH:

HeuecTH:

Oe3chHHE

CUMNTOMH Ha TPEBOXHOCT, OOBPKAHOCT W Ne30PHEHTALIHA, AENPECcHs,
AENPECHBHO HACTPOEHHE, HAPYWICHMS B HACTPOSHHETO, KOLIMAapH,
XaMOUMHAaLHMK, NCHXHYHH HApYLIECHK

NCUXOTHYHH HApYllIeHHA

HapyineHus Ha HepBHAaTa CHCTEMa

MHoro 4ecTH:;
YecTu:

Heuectu:

Penku:
MHoro peaku:
C HeusBecTHA
yecToTa:

Tpemop, rnasodosnue

NpUNaasUM, HAPYLIEHHA HA CE3HAHKETO, MApecTe3HH H AU3ECTE3HH,
neprudepHA HEBPOTIATHH, 3aMasHOCT, BJIOLICHO IMHCAHE, HAPYLICHHUS Ha
HEpBHATa CHCTEMA

xoMa, Xxemoparuy B LTHC n MO3B4HO-CHJIOBH HHLIMAEHTH, Napain3a H
napesa, eHueganonaTis, HapyLWEeHHS B peyTa U €3MKa, aMHe3Us
XHMEePTOHHS

MHACTECHHUA

CHHAPOM Ha nocTepuopHa obpaTuMa eHuedanonatus (PRES)

HapyineHus Ha o4MTe

YecTH:
Heuectn:
Penku:

C HeH3BecTHA
YeCTOTA:

HapyHICHHA Ha OYHTE, 3aMBITIEHO 3peRue, GoTodobus
KaTapakTa

CJIeTIoTa

ONTHYHA HEBPOMATHA

HapylieHHa Ha YXOTO H JaOHpHHTA

Yectu:
HeuecTH:
Penkn:
MHoro peakH:

IIyM B YIIIHTE
HaManeH CiIyx
HEBPOCEH30pHa IITyXo0Ta
BJIOLLIEHO YYBAHE

CrpaeyHy HapyLIEHUA

Yectn:
HeuecTH:

Peaku:

HCXeMUYHH CMYIL€HHUA HA KOPOHAPHHUTE apTePHH, TAXHKAPIANA
BEHTPHKYNAPHH aPUTMHUH H ChPAEYEH apecT, ChbPAEYHA HEAOCTATHYHOCT,
KapJIHOMHOMNATHH, BEHTPUKYJ/IapHa XHIIEPTPO(HUA, CYIPaBEHTPHUKYJTAPHHK
APUTMHH, NAJTHTALHH
NEPUKAPACH HIIMB




MHnoro peaku: Torsades de pointes

CpI0BH HapYLIEHHUA
MHoro yecth: XHIMEPTOHHA
Yecmn: Xemoparus, TpoMO0eMOOIMYHY U HCXEMUYHH CHOUTHA, NEPUPEPHH
CbAOBH HapYIIEHHA, CbAOBH XHIIOTEH3HBHH HApYMICHHSA
Yectn: Xemoparus, TpoMGoeMOOIHYHH U HCXEMHUYHH CHOMTHS, nepudepHH
CLAOBH HapylLU€HHA, CbAOBH XUNOTEH3WBHHU HAPYLIEHHA
HeuecTH HUndapkT, Ann060ka BeHO3Ha TpoMO03a Ha KpaHHHLIMTE, LIIOK

ﬂgga'renuu, rPbAHHA H MCAUCTHHAIHHA HAPYILUCHHA

Yectn: OHUCITHESA, TApeHXUMHH HenoapoOHH CMYyLUEHHA, TUIEBPaTEH HITHB,
(apUHIHT, KALUIKLIA, KOHT'ECTHS HA HOCA H BB3MaICHHA

HeuecTn: pecHpaTOPHa HEAOCTATLYHOCT, CMYLICHHS B PECITHPATOPHHTE MTBTHINA,
acTMa

Penku: CHHAPOM Ha OCTLp pecnupaTopeH JHCTPeEC

CToMallIHO-YpEBHH HAPYIIEHH
MHoro yecTH: auapus, rajicHe

Yectu: CTOMALLIHO-YPEBHH Bh3MAIHTE/IHH ChCTOSHHA, CTOMALIIHO-YPEBHA
ynuepauns ¥ nepdopauma, CTOMaWHO-YPEBHA XEMOParu, CTOMaTHT H
yJlepaLHs, aCLUT, OBPbIaHe, CTOMAIIHO-YPEBHH H ab10OMHHANTHH
OOJIKH, AUCTICITTHYHH NPH3HALIM H CHMITTOMH, KOHCTHITALMS,
dnaryneHuns, NOAYBaHe H pa3UIHPABAHE, KALIABH H3MIPAXKHCHHS,
CTOMAILTHO-YPEBHH NPH3HALIK B CHMITTOMH

HeuecTn: NapaJMTHYEH WIEYC, OCThHP H XPOHUYEH MAHKPEaTHT, racTpo-e3odareaneH
pedaykc, CMyTEHO H3Npa3BaHe Ha CTOMAaxa
Penxu: cybuneyc, NceBAOKHCTA Ha MaHKpeaca

XenaTo-OWnHapHH HapyiieHHS

Yecru: XO/IECTa3a U XBHITCHHLA, YBPEKIAHE Ha YEPHOAPOOHUTE KIIETKH H
XEMaTHT, XOJIaHTHT

Penku: TpoMO03a Ha YEPHOAPOOHATA apTEPHi, BEHOOKITY3HBHO YEPHOAPOOHO
3abonsapane

MHoro peaku: 4yepHOApOOHA HENOCTAaTLYHOCT, CTCHO32a Ha XIThYHMA KaHal

HapyimieHus Ha KoXara ¥ NOAKOKHATA ThKaH

YecTH: MpYpPHTYC, 0OpHUB, aJIONELHs, AKHE, YBEIHYEHO U3NOTABAHE
Heuectn: INEePMaTHT, (POTOYYBCTBHTEIHOCT
Penku: TOKCHYHA eNHUZEepManHa Hekponusa (cuHapom Ha Lyell).

MHoro peaku:  CHHApPOM Ha Stevens Johnson

HapyineHnus Ha MYCKY/THO-CKENETHATA CHCTEMa H CHeAKHHTE/IHATA ThKaH
YecTu: apTpards, MyCKyJIHH cna3MH, 60nika B kpaHHulKTe, 6bonka B repda

Heuectn: CTABHH CMYILCHUSA
Penxu: HaMaleHa MOABHKHOCT

Hapywenus Ha 6n6pelidTe H MHKOYHKTE NBTHLIA
MHoro uecTH: OB0peuHo yBpexKaaHe




Yect: ObOpeuHa HEAOCTATBYHOCT, OcTpa OGBOpedHa HEAOCTaTbYHOCT, OJIMTYPHA,
HeKkpo3a Ha Ox6peunnTe TyOynH, TokcHYHa HeponaTus, NHKOYHH
aHOMAJIMH, CHMIITOMH OT CTPaHa Ha NMUKOYHHUA MeXYp H YpETpaTa

Heuectn: aHypHs, XEMOJIUTHYEH YPEMHYCH CHHAPOM

MHoro peak:  HedponaTua, XeMOparv4eH LHCTHT

H&E!IHCHHH Ha BBINPOH3IBOAUTEIHATE CHCTCMA H I'bpAdTa

HeuecTn: NHCMEHOPES H MATOYHO KbPBEHE

Ob1u HapyieHHs ¥ eQeKTH Ha MACTOTO Ha NPHIOKEHHE

Yecru: aCTEHHWYHH ChCTOAHHSA, PeOPHIHH CMYLUICHHA, e1eM, Oonka H
nuckomMdopr, CMYTEHO BB3NPHEMAHE Ha TECCHaTa TEMNEpaTypa
HeuecTtn: MYJITHOPraHHa HEAOCTATBYHOCT, 3abonaBane nogodHO HA HHITYEHLA,

HapyllleHa MOHOCHMOCT KbM TEMIIEPATYPa, YCELtaHE 32 HATHCK B
bPAHTE, YYBCTBO 32 HEPBHOCT H TPEBOXKHOCT

Penku: KaKIa, naNaHe, CTaraHe B I'bpANTE, A3BA
MBRoro peaxH: yBeJInYeHa MacTHa TbKaH
Hicnensanus
MHoro uecTH: OTKJIOHEHHA B Y€PHOAPOOHHTE PYHKLIMOHAHH TECTOBE
Yecru: yBeNnH4YeHa alkanHa ocgarasa, yBeIHYEHO TEACCHO TErTIO
Heuectn: yBEJIMMeHa ammiasa, abnopMHu Haxoaku B EKI', abHopMHH mync #

ChpJe4YHa YecToTa, HAaMaJICHUE Ha TE/IECHOTO TerJlo, [TOBHILIEHA
NaKkTaTAEXMApOreHasa B KpbBTa
MHoro peakn:  abHopmHa exokapavorpagus, yasipkeH QT Ha EKT

HapansBaHHaA. OTpaBAHHMA M YCIIOKHEHWSA, Rh3HMKHANH B pe3yJITAT HA HHTEPBEHLINH
Yecru: TbPBHYHO HapylleHHe PYHKLHMATA Ha MPHCAAKATA

HabnionaBaHu ca neKapcTBEHH MPeLKH, BKIIIOYHUTENHO HEBHUMATETHO, HEYMHIILICHO WIH
Oe3KOHTPONHO 3aMECTBAHE Ha IEKAPCTBEHUTE (POPMHM HA TAKPOIIUMYC C He3abaBHO
0CBOOOXKIABAHE WITH C YABDKEHO 0cBOOOXKAaBaHe. JJokianpaHu ca CBBP3aHH C TAX CIyvaH Ha
OTXBHPJIAHE Ha TPAHCIUIAHTAHTA (YECTOTaTa He MOXkKe a Oblie onpesie/ieHa OT HAJIHYHHUTE JaHHH).

OnKcaHHe Ha onpeAeseHH HeXEIaHW PeaKIMu:
Bonxa B xpaliHHLIMTE € ONHKCaHa B peaulla nyOiMKyBaHU ChOOIIEHHS Ha CITy4Yad K&TO KOMIIOHEHT

OT KATHHHEBPHHOB HHXHOMTOp-HHAYUHMpaH Gonkop cuHapom (Calcineurin-Inhibitor Induced Pain
Syndrome - CIPS). OOMKHOBEHO ce MpOABABA KaTO ABYCTpaHHA (CHMETPHYHA), CHITHA,
BB3XO/s1a 60/IKa B JOJIHHTE KpaiHHLM ¥ MOXe J1a Oble cBbp3aHa CbC CYINpaTepaneBTH4HH HHBA
Ha TaKpoNuMyc. CHHAPOMDBT MOXKE Z1a C€ MOB/MAE OT [NOHIDKABAHE HAa 03aTa Ha TAKPOIHUMYC.
ITpu Hakou cnyuan e OuI0 HeOOXOAUMO NIPEMHHABAHETO KbM ATTEPHATUBHA HMYHOCYTIPECHS.

Cro0111aBaHE HA NOAO3HPAHN HEXENaHH peakKLIHH
Cro0lnaBaHeTo Ha NOAO3UPAHH HEXKENIAHU PeakLMM ciiell pa3peliaBale 3a yrnorpeda Ha

NEKAPCTBEHHA NPOAYKT € BaxkHO. ToBa no3BossBa Ja NMPOABDKH HabmoAeHHETO Ha
CBHOTHOUIEHHETO MOJI3a/PUCK 38 JIEKAPCTBEHUA NPOAYKT. OT MEAHIMHCKHTE CTICIIHATIHCTH CE
M3HUCKBa J1a ChOoOLIABAT BCAKA NOAO3HPAHA HEXKENlaHa peaKuus Ype3 HalHOHa/IHa CHCTEMa 3a
chobliasaHe:

H3meiHUTENHA areHuMA N0 ieKapcTBaTa
yn. ,.Jaman I'pyeB” Ne 8,




1303 Codus,
Ten.; +35 928903417,
yeGcaitr: www.bda.bg.

4.9 Ilpeaosnmpane

OnuTeT ¢ Npeno3upaHde e orpaHuyeH. ChobUiaBa ce 3a HAKOJIKO CiTy4as Ha Ciy4yalHo
npeAo3HpaHe; CUMITTOMUTE Ca BKIIOUBAIH TPEMOP, MMaBoboHe, raficHe H MoBpbILAHE,
HH(peKIMKH, YPTHKApHA, JTeTaprus, YBEJIHYEHHE Ha HHBATA Ha KPBBEH YPEEH a30T, CEpYMEH
KpeaTHHHH K anaHWH aMHHOTpaHcdepasa.

Hsama cneumduuen antiaor 3a [Nporpad. Ipu npeaosupane Tpsadea aa ce mposenar odLm
NOAABPXKAIIM MEPKH YU CHMITTOMATUYHO JICYEHHE.

[opaau BHCOKAaTa My MOJICKYJIHa Maca, MalKaTa pa3TBOPHMOCT BBB BOAA M EKCTEH3UBHOTO
CBBP3BAHE C EPUTPOLMTH H IU1a3MEHH NIPOTEHHH C€ OYAKBA, Y€ TAKPOIKMYC HE MOXE a ce
Ananusnpa. [Ipy oTAeNHH NalMEHTH ¢ MHOIO BUCOKH TUTa3MEHH HHBA, XeMO(HITTpaLMA WIH
aaduTpalms ca O eGeKTUBHH 38 NOHWKABAHE Ha TOKCHYHUTE KOHLIEHTpaLMHK. B ciryyah Ha
OpaiHA MHTOKCHKALIME MOJXKE Jla IOMOTHE CTOMAIIHA NPOMHBKA H/MIH ynoTpeba Ha aacopbeHTH
(XaTo aKTHBEH BBIJIEH), aKO C€ MPHIOKAT CKOPO CJIeA MOTTBUIAHETO.

5. ®APMAKOJIOI'HYHH CBOUCTBA
5.1 PapMakoARHEAMHAYHH CBOHCTBA

(dapmakoTepanesTiuyHa rpyna; UMyHocynpecops, kanuHaeBpuHOSH HHXHOUTOpH, ATC kox:
LO4ADO2

MexaHu3bM Ha JAelcTBHE M QapMaKoAHHAMHYHH edekTH

Ha mMonekynHO HHBO eeKTHTE Ha TaKpOJUMYC U3ITIEXKIA Ce MEHHPAT Ype3 CBbP3BaHE ¢
HTo30n¢H npoterH (FKBP12), koitTo o1TOBapa 3a BETPEKNETBYHOTO aKyMY/IHpaHe Ha
creanHeHnero. FKBP12-rakposuMyc KOMIUIEKCHT CNELMPHUHO H KOMIIETHTHBHO CE CBBP3BA C
KILHHEBPHH, HHXHOMpa ro, BOAH 10 KANHii-3aBUCHMO HHXHOMpaHe Ha mbTHUaTa Ha T-
KJE€ThYHATA CHIHA/IHA TPAHCAYKLINA H TaKa MpeJOTBPaTABA TPAHCKPHUITLMATA HA THCKPETEH
KOMIUTEKT JIUM(POKHHOBH I'CHH.

TakponHMyc € BHCOKO €PEKTHBHO HMYHOCYINPECHBHO CPEACTBO H € ¢ IOKa3aHa AKTHBHOCT B
OIUTH in vitro ! in vivo.

[To-cneLrantHo TAKPONMMYC HHXHOHpa 00pa3yBaHETO HA HMTOTOKCHYHHTE TUM(OLHUTH, KOUTO ca
OTTOBOPHHM 32 OTXBBPJISIHE Ha MpucaakaTa. TakpoNMMYC NOTHCKA aKTUBHpaHeTo Ha T-KieTkvre
3aBHCHMATA OT T-XeNNEPpHH KIETKH nponudepais Ha B-kneTkH, KakTo H 00pa3yBaHeTo Ha
JUMGPOKHHH (KaTO HHTEPNEBKHHK-2, -3 H Y-HHTEep{EpOH) H EKCNPECHATA HA MHTCPNCBKHH-2
peuenTopa.

Peayarati oT myOnuKyBaHHUTE AaHHH 33 TPAHCIUIAHTAIIMM Ha JPYIH OPraHy
[Iporpag e BKJIIOUEH B IPHETOTO JIEYEHHE KAaTO [ThPBHYEH HMYHOCYTIPECHBEH JIEKAPCTBEH

NPOAYKT CNeA TPAHCIUIAHTALIMA Ha naHkpeac, 6sn apob ¥ ueppa. B npocnexTHBHH IMyO/IHKYBaHH
NPOYYBAHHA TAKPOIIHMYC € H3NMTBAH KaTO ITbPBUYHO HMYHOCYTIPECUBHO CPSACTBO MPH OKOJI0
175 naumenTn cnen GenoapobHa, 475 nauMeHTH cnea naHkpeacHa # 63() nallMeHTH ciesl YpeBHa
tpaHciiaHTauus. [IpodwreT Ha 6e30nacHOCT Ha TAKPOIMMYC MPH Te3H MyONHKyBaHH
IpOYYBaHUA € NoJ00eH Ha To3H, 3a KOHTO ce cboblIaBa Npy no-rojieMs Mpoy4BaHHs, Kb
TAKPOJAUMYC €€ H3MON3Ba KATO MLPBUYHO JICUEHHE NPH TPAHCINAHTALMA HA YEpPEH




M cBpue. PesyraTute 3a epHUKaCHOCT OT Hal-roieMUTe MPOYYBAHHA 38 BCAKA HHAHKALMSA Ca
06006111eHH No-n0.TY.

Tpancnna Ha 6an

MeXAMHHEST aHAIHM3 Ha €THO CKOPOIIHO MYJITHLIEHTPHYHO nipoyuBaHe o0ctxkaa 110 nauueHTH,
NOAJIOKEHH H3 PAHJIOMH3HpaHe 1:]1 ¢ TAKPOIHUMYC HITH LMKIOCIOPHH. TakponuMycC € 3anoyHaT
KaTO HENPEKbCHATA HHTpaBeHO3Ha HHGYy34a B 1o3a ot 0.01-0.03 mg/kg/aHeBno, a OpanHUsT
TAKPONMMYC € npunoxeH B fo3a ot 0.05-0.3 mg/kg/anepno. B nbpBaTa roauna cnen
TPAHCIUVIAHTALMATA € JOKIAABAHA NO-HUCKA YECTOTA HA CIIy4aHTe Ha OCTPO OTXBLPJIAHE 32
NnauHEHTHUTE Ha TAKPOJIHMYC B CpaBHEHHE ¢ Te3n Ha wuiutocnopuH (11.5% cpety 22.6%) 1 no-
HHCKA YECTOTa H8 XPOHHUYHO OTXBBbpIAHE -~ OPOHXHONUTHC obsHTepanc cHHApPOM (2.86% cpeury
8.57%). IlpexuesiemocTTa B MbpBaTa roavHa Ha nauMeHTuTe € 80.8 % B rpynara Ha TAKpOIHMYC
1 83% B uMKIocniopHHoBaTa rpyna (Treede et al., 3rd ICI San Diego US, 2004; Abstract 22).
Jpyro paHgoMH3HpaHO NPOy4BaHe BKIIOYBa 66 MALIMEHTH HA TAKPOINMYC CPABHEHHM C 67
NAaLMEHTH HA IMKUTOCTIOPHH. TakpoJHMYC € NPUIoKEH B HAYANIOTO noa popMa Ha HEMpEKLCHATa
MHTpaBeHO3Ha MHGY3us B 1032 0.025 mg/kg/nnesHo H nepopanno B f03a 0.15 mg/kg/axesHo, ¢
NOC/NEABALLIO aNaNTHpaHe Ha 403aTa A0 JKeJIaHUTe KOHLIeHTpauuu B KpbBTa oT 10 1o 20 ng/ml.
[Tpe)xHBIEMOCTTa Ha NAIMEHTHTE 33 IThPBAaTa rOZ[MHa B rpymnara ¢ Takpoanmyc € 83% u 71% B
UMKIOCTIOPHHOBATA IpyNa, a 3a BTOpaTa rojliHa — cboTBETHO 76% n 66%. EnH3onnTe Ha oCcTpo
orxsbpnsase 3a 100 naumeHTOIHM ca no-mManko Ha Opoi B rpymnara ¢ Takponumyc (0.85 enusona)
OTKOJIKOTO B LIHKJI0ciopHHOBaTa rpyna (1.09 cinyuas). ObnureparHseH OPOHXHOJIMT e pa3BHBa
npH 21.7% OT naLMEeHTUTE B rpyraTa ¢ TAKpOITHMYC CripaMo 38% NpH nallHEHTHTE B
umxaocnoprHrosata rpyna (p=0.025). 3HauyHTeNHO NOBEYe NALMEHTH, JIEKYBAHH ¢ LIHKIOCNIOPHH
(n=13), e TpaOBaNo Aa MPEMHHAT H& TAKPOITMMYC B CPABHEHHE C MALHEHTHTE, IEKYBaHH C
TEKPONIUMYC H IPEMHUHAIM Ha LmKiiocnopuH (n=2), (p=0.02) (Keenan et al.; Ann Thoracic Surg
1995; 60:580).

B apyro ABYlLieHTPOBO Npoy4YBaHe 26 rallMeHTH ca paHAOMH3HPAHH B Ipyna ¢ TaKpOJIHMYC
CMIPAMO 24 NAlMEeHTH B rpyna ¢ HHKIOCNOPHH. B HauanoTo TakponuMyc € NpUioxeH noia ¢gopma
HA HENpPEKbCHATA MHTpaBeHO3Ha HHPy3ud B 1o3a 0.05 mg/kg/nHeBHO, a nepopasHoO ce mpunara
no3a ot 0.1 go 0.3 mg/kg/aHeBHO, ¢ NOCASABALIIO AAANTTHPAHE HA A03aTa AO XKEJIAHUTE HUBA B
KpBBTa OT 12 1o 15 ng/ml. [Ipexxnesemoctra B mbpBaTa roauna € 73.1% p rpynara ¢ TaKpoJIMMyc
u 79.2 % B UMKIOCIIOPMHOBATA rpyna. B rpynara Ha TaKpOJIMMYC JIMNICATa HA OCTPO OTXBBPJISAHE
€ Mo-BHCOKA Ha wecTHd Mecell (57.7% cnpamo 45.8%) u 1 roauna cnex dbenonpodbHara
TpancinanTaums (50% copamo 33.3%). (Treede et al.,J Heart Lung Transplant 2001; 20:511).
TpuTe npoydYBaHus OKA3BaT CXO/HA CTENEH HAa NPEXHUBAEMOCT. CTyuanuTe Ha OCTPO OTXBBPIISHE
ca no 6poii No-Mako B rpynara ¢ TakpoJIHMYC H B TPHTE NPOYYBaHHA, & €HO OT Te3H
Npoy4YBaHHA ChOOWIABA 32 3HAYMTENHO NO-MANKO CTy4aH ¢ OPOHXHOIHUTHC OOIMTEPaHT CHHIPOM

B IPYNAaTa ¢ TAKPONHUMYC.

Tpancrn Ha MaH c
EaHo MyJITHLIEHTPHYHO MpOYYBaHe BKUIIOYRA 205 NaUMEHTH, NPETHPNEAH €XHOBPEMEHHO
TPAHCIUIaHTALMA Ha naHkpeac ¥ 6u0pek, paHAOMH3HpaHH Ha TakponuMyc (n=103) 1 Ha
uuknocnopus (n=102). Hauanxara opansa fo3a Takponumyc no nporoxon e 0.2 mg/kg/nHesHo, ¢
nocaeaBallo aJanTHPaKe Ha 103aTa A0 XeJJaHHTe KOHLIEHTpaLM# B KpbeTa ot 8 10 15 ng/ml no
5-ua neH 1 5-10 ng/ml cnex 6 Meceua. IlpexuBaeMOCTTa IpH NAHKpeaca 3a MbpPBaTa NOJIMHA €
3HAYMMO NO-BUCOKa NpHU Takpoaumyc: 91.3% cnpamo 74.5% npu umknocnopuH (p < 0.0005), a
NpeXXUBISMOCTTa Ha npucaacHua 6v6pek ¢ cpaBHHMA B ABeTe rpynH. O0wo 34 nauneHTH
NpeMHHABAT OT LHKJIOCNIOPUH HA TaKPOIHUMYC, IOKATO CaMo NPH 6 NMAaUHEHTH, JICKYBAHH C
TaKpoNMMyc, e Ouna HeoOxoauma anrepHathHa Tepanus (Bechstein et al., Transplantation
77:1221).




TpancnnauTaiua Ha yepea
[Ny6auKyBaHHAT KJIHHHYEH OTMT Ha €JMH LEHTHP 3a ynoTpeba Ha TaKpOJIIHMYC 38 ITbPBHYHO

neyeHKe Cliel TPAHCIUIAHTALIMS Ha YepBa OKa3pa, 4e€ CTATHCTHYECKATA CTETIEH Ha NPEXKHBAEMOCT
Ha 155 mauneHTH (65 - camo uepBa, 75 - yepeH Apod H ueppa H 25 - MyITUBHCLICPATHH),
NPHEMAJIH TAKPOJIHMYC H TIPEAHU30H, ¢ 75% Ha mbpBara roanHa, 54% Ha nerata v 42% wa 10-Ta
rOAMHA.

B pannuTe roMHH Ha4daiHaTa opanHa Ao3a Takponumyc € 0.3 mg/kg aHesHo. Pesynrarure
HEMPEKBCHATO C€ MOAOOPABAT ¢ HATPYNBAHETO HA ONHT B TeUeHHE Ha 11 roauun. Paznuunn
HOBOBBLEEACHHA, KaTO TEXHHKH 33 paHHO oTKpHBaHe Ha Epstein-Barr (EBV) u Cytomegalovirus
(CMYV) nHdexuuuTe, KOCTHOMO3BYHO CTUMYIHPaHe, EAHOBPEMEHHO NPHII0KEHHE Ha
MHTEP/IEBKUH-2-aHTArOHUCTa JAKIH3yMal, no-HUCKK HAYATHH NO3H TAKPOIHMYC C JKENaHH
KOHLEHTpauKH B KpeBTa 10 1o 15 ng/ml u Hanocneask obrpuBaHe Ha TPAHCIUIAHTATA, CE CMATA,
ye JONPHUHACAT 3a NoAoOpeHHTE Pe3yITaTH 3a TOBa NokazaHue ¢ Bpemero (Abu Elmagd et al .,

Ann Surg 2001; 234:404).

5.2 @apMAKOKHHETHYHH CBOHicTBA

Ab6copbums

[TokazaHo e, ue NpH 40BEK TakpolnHMyc ce abcopOupa B cToMaluHo-upesHus Tpakt. Cien
nepopaiHo npuioxeHue Ha [Iporpad kancynu MakCHMaHH KOHLUEHTPALMH (Cpax) HA
TAKpOJMMYC B KPBBTa C€ AOCTHUraT 3a 0K0J10 1-3 yaca. IIpH HAKOM nNauMeHTH H3rjexaa, ye
TaKkpoauMyc ce abcopbnpa HeNMpeKBCHATO B MO-IBLJTBI IEPUO, KAaTO NpoduIrsT HA abcopbuns e
OTHOCHTENHO paseH. CpeaHaTa OHOHANMYHOCT CJie] NEpOPAJICH NPHEM € OT nopaabka Ha 20-
25%.

Cnen nepopantHo npwioxeHue (0.30 mg/kg/aHeBHO) NPH NMALMEHTH ¢ YepHOApOOHa
TpaHCIUIAaHTauMs, paBHOBeCHH KoHUeHTpauuu [Iporpag ce gocturar 3a 3 AHK NMPH MHO3HHCTBOTO
NaLMeHTH.

[1pwm 3apasr aodposonuu Iporpad Tevpau kancynu 0.5 mg, 1 mg u 5 mg ca GHoEeKBUBaNEHTHH,
KOTM4TO CE NpWiarar B €KBHBaleHTHa 1034.

Cxopoctra # cTeneHra Ha abcopbuHa Ha TAKPONTUMYC € MO-rofsMa, KOraTo ce MpHeMa Ha riagHo.
[IpHCBECTBHETO HAa XpaHa HAMAaNsSB3 U CKOPOCTTA H CTENCHTa Ha abcopbuns Ha TAKpOIHMYC, KAaTO
TO3H e(eKT € Hal-CUIIHO H3pa3eH CNel MpUeM Ha XpaHa ¢ BHCOKO ChABbPIKAHHE Ha MasHHHA.
XpaHa ¢ BHCOKO ChABPKAHHE Ha BBITICXHIPATH OKA3Ba MO-MAJIKO U3pa3eH e(eKT.

[Mpy cTabnnn3vpaHH NaLMEHTH C YEPHOAPOOHA TPaHCIIAHTALUA OpaHaTa OHOHATMYHOCT Ha
INporpad naMansaBa, KOraTo ce npuiara cjiell NpHeM Ha XpaHa ¢ YMEpPEHO CbAbp)KaHHe Ha
Ma3HHHH (34% ot kanopuurte). [loHwkennero Ha AUC (27%) U Ha Cpax (50%) H yBENTHUECHHETO
Ha tmax (173%) B IIbIHOLIEHHA KPBB € OHEBHAHO.

B npoyuBaHe, B KOETO y4acTBAT CTAOMAN3MpaHH NALMEHTH ¢ 6b0peuHa TpaHCIUIaHTaLM, Ha
KOHTO € npunoxeH [lporpad BeaHara citesl cranaapTHa KOHTHHEHTANIHA 3aKYCKA, €PEKTbT BbPXY
6uoHanMuHOCTTA € No-Manko uipaseH. [loHwkeHuaTa Ha AUC (2 no 12%) 1 Ha Chax (15 10 38%)
H YBEJIHYEHMETO Ha tmax (38 a0 80%) B meaHOLEHHA KPBB ¢4 OYCBHIAHH.

[TpHTOKELT Ha XIbYKa He Bawie BbpXy abcopbumara na IIporpad.

CriiecTBYBa CHIHa Kopenalua Mexay AUC 4 paBHOBECHHTE KOHUCHTpaLMH B KpbaTa. [lopaau
TOB& MOHHTOPHPAHETO HA KOHLIEHTPALIMMTE B IMBJIHOLICHHATA KPBB Z1aBa [o0pa nMpeacTana 3a
CHCTEMHOTO M3/IaraHe Ha TaKpOJHUMYC.

Pasnpeaenenye U eNUMHMHUDAHE
IIpu yoBek pa3npeacneHHETO Ha TaKPOJIHMYC cliel HHTPaBEHO3HA HH(}Y3HA MOXKE a CE ONHLIE
KaTo ABY(a30B0. B CHCTEMHOTO KpbBOOOpAalleHHE TAKPOITHMYC CE€ CBLP3Ba CTa0WITHO ¢




(>98.8%) ¢ mna3MeHHUTE MPOTEHHHK, FIABHO CBC CEPYMHHA anbOyMHH H @-1-KHCEN MNIHKONPOTEHH.
TakponuMyc e IKHpoko pasnpeaesnieH B TAnoTo. [loctosHHUAT obeM Ha pasnpeneneHue Ha Daza
IU1a3MEeHH KOHUEHTpauuH e okono 1300 1, (3apaBu nobporonum). CLOTBETHHTE JaHHH Ha Oaza
ITHTHOLIEHHA KPbB ca cpeaHo 47.6 1.

TaxkponuMyc e cybcTaHima ¢ HUCHK KnUpBHC. [lpn 3apasu 1oOpoBONLUM CPEAHUAT TOTaNlEH
xupsHC oT TAI0TO (TBC), onpeaeneH upe3 KOHUSHTPaUMHUTE Ha MIHOLICHHA KPbB, € 2.25 1./h.
[Ipn BB3pACTHH MALMEHTH ¢ TPAHCIUIAHTALIMSA Ha YepeH apol, Ou0pek u copue ce Habmonasat
croiinocTH ot 4.1 L/h, 6.7 1./h u 3.9 1/h crorBeTHO. JlenaTa-peLIMIIMEHTH C YepROAPOOHA
TpaHcruianTauus uMat TBC, npHONH3HTENHO JBOEH HA TO3H NPH Bb3PACTHH NALIHEHTH C
yepHoApoOHa TpaHciaHTaumaA. CyHTa ce, e GaKTOpPH KaTO HUCKH XEMATOKPHT U NPOTEHHOBH
HKMBA, KOHTO MPEAH3IBHKBAT YBEJIMYEHHE HA HECBbp3aHaTa Ppaxiuus TaKpONHMYC, KAKTO H
YBEJIMUEHHUAT MO ACHCTBHETO HA KOPTHKOCTEPOHIH METaboIM3BM, Ca OTTOBOPHH 33 NO-BHCOKKUA
KIMPBHC, HabMoAaBaH cel TpaHCIUIAHTAUHATA.

BpeMeTO Ha NOMYXUBOT Ha TAKPOIUMYC € OBATO H npoMeHnuBo. Ilpu sapasu nobposoniu
CPERHOTO BpeME Ha NMOJY>KHBOT OT MBLJIHOLIEHHA KPBB € 0KoJio 43 yaca. IIpu BB3pacTHH K aeua ¢
yepHOApoOHa TpaHCIUIaHTaLMA TOH ¢ cpeaHo 11.7 yaca 1 12.4 yaca cLoTBETHO, CpaBHEH ¢ 15.6
yaca NP1 Bb3PacTHH PELIMIIHEHTH Ha OBbOpeueH TPAHCIUTAHTAHT. Y BEJTHUEHHTE CTOHHOCTH Ha
KJIHPBHCA JOTPHHACAT 32 MO-KPAaTKOTO BpeMe Ha NOJYKHBOT, Hab/ioaaBaHO MPH NaLUEHTHTE C
TPAHCIUTAHTALMA.

MeTabonussM H OHoTpancdopmaiiudg

TakponuMmyc ce MerabonH3upa OCHOBHO B YEPHHA Ap0O, NpeANMHO upe3 LHToXpoM P450-3A4
(CYP3A4) n uproxpom P450-3A5 (CYP3AS). To# ce MeTabonuiupa 3HaAUHTETHO U B YpEBHATA
credHa. Unenmudnumpanu ca Hakoako metabonura. Camo eanH oT TAX obaue in vitro HMa
MMYHOCYTIPECHBHA aKTHBHOCT, noaoBHa Ha TakponuMyc. [pyrure MetabonuTH UMaT MHOTO
cnaba WM B1LoOlLe HAMAT HMYHOCYNIPECHBHA AKTUBHOCT. B cHcTeMHOTO KpBbBOOOpalLleHHE
NMPHCBHCTBA CaMO €IMH OT HEeaKTHBHHTE METabOJIHTH B HUCKA KOHUESHTpalMs. 3aToBa
MeTaboJIMTHTE HE JONMPUHACAT 3a GapMaKOJIOTHYHATA AKTHBHOCT HA TAKPOITMMYC.

ExckpeLus
Crien HHTPaBEHO3HO M NMEPOPANHO NPHIOKEHHE HA TAKpONuMYcC, Genssaun ¢ C'Y, noeeueto

PaaHOAKTHMBHOCT C€ €THMHHHPA C H3PAXKHEHHATA, a 0kono 2% - ¢ ypuuara. Ilo-mankoe ot 1%
HEMpPOMEHEH TAKPOJIUMYSC C¢ OTKPHBA B UINPKHEHHATA K YPHHATA, KOETO MTOKA3Ba, Ue
TAKpOJIHMYC c€ MeTabONH3Kpa NOUTH HAITKLJIHO NPEIN €IMMHHHPAHETO, K&TO AUTEYKATA €
TJIABHHAT ITHT Ha CJIHMHHHUpaAHeE.

5.3 IlpeaxinHHYHA NARHY 34 Ge3onacHOCT

brOpeuTe H NaHKpeaChT Ca OPraHMTE, ITHPBUYHO 3aCErHATH MIPH H3CAEABAHUATA 38 TOKCHYHOCT,
M3BBpILIEHH C ILTBXO0BE U 6abynHu. [IpH mibXxoBe TAKPOJHMYC OKa3Ba TOKCHYHH €(PEeKTH BLPXY
HepBHaTa CHCTeMa M ouuTe. OBpaTHMH KapAHOTOKCHYHH e(eKTH ce HabmoAaBaT NpH 3aHLM ciiel
HHTPABEHO3HO NPHJIOKEHHE HA TAKPOIIUMYC.

Korarto TakponuMyc ce npunara HHTpaBEHO3HO KaTo Obp3a HHPY3HA/00TyC HHKEKLIMA [TPH A03H
ot 0,1 no 1,0 mg/kg ce Habmopaea QTc yabokaBaHe NMPH HAKOH )KMBOTHHCKH BUNOBE.
JocTHrHaTHTe C TE3H HO3H IMKOBH KOHLIEHTpaliH B KpbBTa ca Hal 150 ng/ml, koero e Han

6 ITbTH MOBEYE OT CPEAHHTE NMUKOBH KOHUEHTpallHH, Habniogaeand ¢ Prograf npu KiIMHU4HA
TPAHCILTAHTALIHH.

ITpn nnbxoBe M 3aiium ¢ RabmoaaBaHa emOpuodeTanHa TOKCHYHOCT H ¢ Ouna orpaHuYeHa A0
JA03H, KOWTO NPEeAH3BHKBAT 3HAYHTEIHA TOKCHYMHOCT NPR KUBOTHHTEC-Mak kK. [Ipy nurbxose
KEHCKaTa pelpoayKTHBHA (PYHKLHA, BKIIOYHTENHO PaXAaHE, C& YBPEXKAa FIPH TOKC




B KOTHJIOTO ce Ha00/1aBa Mo-HUCKO TEIJIO MPU paXkJaHe, HAMaJIEHH )XKHU3HECITOCOOHOCT M
pacTex.

[Tpu rurbxoBe € HabmoJaBaH OTpHLIaTe/IeH €(eKT Ha TAKPOJIMMYC BbPXY MbXXKHS (DEPTHIIHTET
noa popMa Ha HamaJsieH Opoil cnepMaTo30H/IM H HaMaJIeHa MOJABHKHOCT.

6. ®APMALIEBTUYHMU JAHHU

6.1 ChnucbK HA NOMOIHHTE BellleCTBA

[porpad 0,5 mg TBLpAM Kancyau
KancysiHO CbabpKHUMO:

Xunpomenosa
KpockapMmeno3a HaTpui
JlakTO3a MOHOXHpAT
Marse3ueB creapar.

KancysiHa oOBHBKa:

TuranoB quokcun (E171)
XKwar xkenesen okcup (E172)
JKenatun

[TeyaTHO MacTHUJIO BLPXY KarncyJiHaTa OOBMBKA: LIEJLIAK, JIELUMTHH (COs),
XHAPOKCHITPONKIILIENTYJI03a, CHMETHKOH, YepBeH kene3eH okcun (E172).

Ilporpa¢ 1 mg TBBpAM KanCyIH
KarncyJiHO CbaABpKHUMO:
Xunpomesosa

Kpockapmenosa HaTpui
JlakTo3a MOHOXHApAT
Marne3ues creapar

KancynHa obBuBKa:

TuranoB nuokcua (E171)

XKenaTun

[leyaTHO MacTUJI0 BbPXY KamncysjiHaTa OOBUBKa: LIeJUIaK, JIEUMTHH (COs),
XHJAPOKCHIPOMUILENTYJI03a, CHMETUKOH, YepBeH xkene3eH okcua (E172).

6.2 HecbBMEeCTHMOCTH

Takpoaumyc e HecbBMecTHM ¢ PVC (nonmBuHuIxiopua). EnpyBeTkure, CIpUHLIOBKHUTE U
ApYyroTo 00opyaBaHe, U3IMOA3BaHO 3a MPUIOTBAHE HA CYCMNEH3HMs OT ChAbPAKAHHETO HA KalCyJIHTE
[Iporpad, He TpsabBa na ceaspkar PVC.

6.3 Cpok Ha roaHocrt

3 rOAMHH
Cnen oTBapsHe Ha alyMHHWeBaTa oOBUBKa: | roguHa




6.4 ChneunajiHH yCJIOBHS 32 ChbXpaHeHHe H paboTa

To3u nexapcTBeH NPOAYKT HE H3UCKBA CMNELIMAIIHA TEMIIEPATYPHH YCJIOBHS 32 ChbXPaHEHHE.
Jla ce cbXpaHsBa B OpMrMHaJiHaTa ONAaKoOBKa, 3a /1a ce Mpeanasy oT Bjara.
TebpauTe kancynu TpAOBa Ja ce MOMTbLIAT BEJHAra cjiell M3BaXK1aHeTo OT OJIMcTepa.

6.5 Bua M cHLALPKAHHE HA ONAKOBKATA

PVC/PVDC/anymunueB 6iucrep win nepdopupas 6McTep ¢ EAMHHYHH J03H OT
PVC/PVDC/anymunuii. Enun 6imcrep cpabpxka 10 kancynu. bavcrepure ca onakoBaHH B
alTlyMHMHHEeBa OOBUBKA CbC CYLIHTEI.

[Tporpad 0,5 mg TBBpAM Kancyau
OnakoBka ¢ 30 TBbpAM Kancyjiu BbB OJIMCTEPH.
Onakoska ¢ 30x1 TBbpaM Kancyyu BbB nepdopupaH OJIMCTEP ¢ €AMHHYHH J03H.

[Mporpad 1 mg TBBLpAM Kancyau

OnaxoBka ¢ 30, 50 1 60 TBLpAU KarncyJv BbB OJIUCTEPH.

Onakoska ¢ 30x1, 50x1 u 60%1 TBLpAM Kancy, M BbB nepGopHpaH OJIMCTEP C EAUHHYHH JI03H.
He BcHuKH BHIOBE ONAKOBKHM MOrart Aa ObJaT nmycHaTy Ha nasapa.

6.6 ChnenuaJHH NpeAnasHH MepPKH NPH H3XBbPJ/IsAHE H paboTa

[Topaau uMyHOCYNpecHBHHS e(peKT Ha TAKPOJUMYC, BAHILIBAHETO WIH AMPEKTHHAT KOHTAKT C
KOXKaTa WIH JIMFaBULIMTE HA JIEKapCTBEHUTE (POPMH 3a HHKEKLIMOHHO TNPHJIOKEHHE, Npaxa WK
rpaHyJIMTE, ChAbPIXKALLHK Ce B MPOJAYKTHTE C TAKPOJHUMYC, TpAOBa n1a ce H30srsa rno BpemMe Ha
MOArOTOBKaTa. AKO Bb3HHKHE TaAKbB KOHTAKT, H3MHHTE KOXKaTa U U3IUIAKHETE 3aCErHaTOTO OKO
WJIH OYH.

Te IMPUTEXATEJI HA PASPELHLIEHHETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hunepnanaus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

ITporpad 0,5 mg TBBpAH Kancyau
20060599

IMporpad 1 mg TBBLpAM Kancyau
20060600

9. JATA HA ITBPBO PAZPEHLIABAHE/TIOJHOBABAHE HA PAZPEIIEHHUETO
3A YIIOTPEBA

JlaTa Ha nbpBO pazpeiwaBane: 31.10.2006
JlaTta Ha nocneaHo noaHoBsBaHe: 12.01.2012




10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

02/2025




