W3MLAKUTENHA ATEHUNS NO NEKAPCTBATA

Kpamxa xapakmepuciuKka #e npogykma - [PuAcxerus 1

1. HUME HA JIEKAPCTBEHUS ITPOAYKT | Mo e e

GLCY a9 o oo

Prograf 0.5 mg Hard capsules Paspewsrue N
IIporpad 0.5 mg TBBpAM Kancynu

| OGOBPEHUE NE cuvveverrenasenssrssccease Sorvenrrsoesnscseessarvsennane

Prograf 1 mg Hard capsules
IMporpad 1 mg TBBEpAN Kancyam

Prograf 5 mg Hard capsules
Iporpad 5 mg TBBpAM Kancyau

2. KAYECTBEH U KOJIMMECTBEH CHbCTAB

IMporpad 0.5 mg TBBEpAM Karcynu
Besika TBbpaa xancya ceappika 0.5 mg rakponumyc (kato MOHOXUJpAT).
Besika TBBpAia Kancyna chabpxa 62.85 mg 1akTo3a MOHOXMAPAT KAaTo MOMOLIHA ChCTABKA.

IIporpad 1 mg TBBpAKM Kancyau
Beska TBbpaa kancyna ceabpxa 1 mg Takponumyc (KaTo MOHOXHMAPAT).
Besika TBbpaia kancyna ceabpxa 61.35 mg nakTo3a MOHOXHAPAT KATO IOMOIIHA ChCTABKA.

IIporpad 5 mg TBBpAM Kancyau
Besika TBbpaa kancyna cbabpxa 5 mg Takponumyc (kato MOHOXHUApAT).
Besika TBbpAa kancyna chabpxa 123.60 mg nakTo3a MOHOXHAPAT KATO MOMOLIHA ChCTABKA.

3a bJIHUS COIMCHK HA NIOMOLLHH ChCTABKH BHX paszen 6.1.

3. JIEKAPCTBEHA ®OPMA

Iporpad 0.5 mg TBBpAM KanCynu

TBBpaa kancyna

BiieoxbnTH TBEPAN XKETATUHOBH KAIICYJH C OTIICUATAaHO B 4yepBeHo “0.5 mg” BEpPXyY Kanaykara
Ha kancynara 1 “(f) 607” BbpXy TANOTO Ha KalcynaTa, ChabpKaLIa GsT npax.

Iporpad 1 mg tBBpaH Kancynn

TBbpaa kancyna

Henpospa4no Genu TBbpAM XKeTaTHHOBH KaICYJIH C OTIEYATaHO B 4epBeHo “1 mg" Bbpxy
Kanaykara Ha karicynara u “(f) 617 Bepxy Tm0T0 Ha Kancynara, ChabpKaia 65 npax.

IIporpad 5 mg TBBpAY Kancyau

TebpAaa kancyna

HenpospauHn cuBkaBo-4epBeHH TBBP/H KENATHHOBH KallCy I C OTIIEYATAHO B 6410 ©5 mg”
BBPXy kanadkaTa Ha kancynata u “(f) 657” BbpXy TANOTO Ha Kancynara, chabpxalia s npax.

4. KIIMHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHMSA




ITpodunaktika Ha OTXBBpNISHE Ha TpaHCIIAHTAHTA TIpH PELUITUEHTH Ha anorpadt — yepeH apo6,
OBOpek uiu chpie.

Jleuenne Ha OTXBLPNAHE Ha aorpadTa pH Clly4au, Pe3UCTEHTHH Ha TePANus C APYrH
MMYHOCYNPECHBHH JIEKAPCTBEHH NPOLYKTH.

4.2 Jlo3upoBKa H HAUMH HA MPHIOKEHHE

Jleuennero c [Iporpad usncksa BHUMATETHO MOHHUTOpUPAHE OT alleKBAaTHO KBAMMGbUIHPaH 1
CKHITUpaH rIepCoHal. JlekapcTBEHHMST IPOLYKT TPs6GBa 4 ce npeAmHCRa i IPOMEHHTE B
HMYyHOCYNIpECHBHATa TEpamus Ja ce NPaBsT CaMo OT JIEKAPH C ONUT B HMYHOCY IPECHBHOTO
JICUCHUE U TPETHPAHE HA TPAHCIUIAHTHPAHH TALHEHTH.

Hesrumarensoro, HeymuumeHoTo umm OE3KOHTPOJIHO IPEMUHABAHE KbM JiekapcTBeHa hopma Ha
TaKpOJIUMYC ¢ He3a6aBHO OCBOGOXKABAHE HITH KBM NiekapcTBeHa GopMa ¢ YIBIDKEHO

0cBobOX AaBaHe He e Gesonacko. ToBa Moxe na NPEAN3BHKA OTXBbPIISHE HA NPUCALKATA WIIH
YBEJMHABAHE YECTOTATA HA HEXEJAHUTE PEaKLMH, BKIIOUHTENHO HENOCTAThYHA HMYHOCYTIpECHs
WIH CBPBXMMYHOCYNPECHS, IOPaji KIMHUYHO 3HAYAMH PasiuKy B CHCTEMHATA €KCIIO3UIHS Ha
Takponumyc. [TaunenTure TpsaGsa aa ce NeKyBar ¢ ena ot NIeKapCTBEHUTE (PopMH Ha
TaKpONUMYyC, IPH Cra3BaHe Ha ChOTBETHATA JIHEBHA CXEMA Ha Npujlarate; mpoMsHa Ha
flekapCTBeHaTa (opMa MM Ha CXeMaTa Ha NpHJIaraHe TpsA0Ba J1a ce mpaBu camo 1oj
HETIOCPEACTBEHO HAGMOAEHHE OT CIELMANHCT TPAHCILIAHTOIOr (BX. Touku 4.4 1 4.8). Ciien
NIPEMUHABAHE KBM KOATO H 12 € aNTepHATHBHA JIEKAPCTBEHA ¢opma Tpsi6Ba za ce Hanpasy
TCPAICBTHYHO JICKAPCTBEHO MOHUTOPHPAHE U KOPHUIUPAHE Ha 7103214, 3a 1a Ce OCHUTYpH
3alla3BaHe Ha CHCTEMHATa eKCIO3UIHSA Ha TAKPOTUMYC.

O0mn crobpakenus

IIpenoppuBanuTe HavanHy 403w, NPENCTaBeHN N0-10Ily, Ca PeIHA3HAYEHH 1A CITyKAT CaMO
Karo ykasanue. Jlosupanero na Ilporpac Tps6ea Npean BCUYKO Ja ce 6a3upa Ha KIWHHYHATA
OLCHKA Ha OTXBBPJIAHETO U MTOHOCHMOCTTA NIPU BCEKH OTIENCH NauKeHT, NOATIOMOrHaTa OT
MOHHTOPHPAaHETO Ha KOHLIEHTPALUSTA B KPBBTa (BHXK T10-1011y: NPENOPBUUTENHH KOHUEHTPALHH
B [TBJIHOLEHHA KPBB, KOMTO Tps6Ba 1a 6haar AOCTUrHATH). AKO Ce MOSIBST NMPU3HALH HA
OTXBBPJISHE, TPsAOBA a ce OOMHUCIIH NPOMSIHA Ha HUMYHOCYIDECUBHHS PEXKUM.

ITporpad Mmoxe na ce mpuara HHTPaBEHO3HO UIK nepopaHo. OGHKHOBEHO Ce 3aM04Ba ¢
TIEPOPAIHO NPUIIOKEHHUE; aKO € HEOOXOANMO, ChIBPXKAHNETO Ha KancyJaTa, CyCIeHIUPaHo BbB
BOJIa, MOXe Jia Ce MpHJIara Ype3 Ha3oracTpaiaia conaa. OGUKHOBEHO ITporpad ce npunara B
KOMOHMHALHS C ApyTH MMYHOCYNIPECHBHY CPEACTBA B HAYAIIHUS NIEPHOJ CJIE]] onepauusra. Jjosara
Ha IIporpag Moxe na Bapupa B 3aBHCHMOCT OT H30paHKs UMYHOCYTIPECHBEH PeXUM.

Haunn Ha npuiioxenue

IIpenoprusa ce nepopannara areBHa 103a 1a ce Tpunara B 1Ba OTAETHY NpUeMa (Harpumep
CYTpHH U Bevep). Kancynunre Tps6Ba na ce TPHEMAT BE/IHara CJiex U3BaXaHe OT GnucTepa.
Karcymire Tpa6sa na ce npuemar ¢ Teunocr (3a pennounTaHe — Boga).

Kancymre ce npuemar o6uknoseno Ha TpaseH CToMax i noe 1 yac npenu umu 2-3 yaca cuep
XPaHeHe, 3a 1a C€ OCTHIHE MaKCHMAITHA Pe3opbLus (Bmx pazzen 5.2).

IIpoasiukuTeIHOCT HA NMpHeMa
3a j1a ce MOATHCHE OTXBBPISHETO Ha TIpUCaZIeHHsl OpraH, HMYHOCYNpecHsiTa Tps6GBa 1a ce

TMOATbPXKa, 3aTOBA HE MOXKE J1a CE MTOCOYH OTPAHHYEHHE 3a MPOABJDKHUTENHOCTTA Ha ) I};ﬁvﬁﬁa‘ﬁﬁo\‘fb\
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IIpenopsku 3a no3upane npu: YepnoapoGua TpaHcnaanTanus

HpodunaxTika Ha OTXBBPISHE HA TPAHCILIAHTAHTA — Bb3PacTHH

ITepopainnoTo neyenue ¢ porpa¢ Tpsbea na 3anoune B g03a 0.10-0.20 mg/kg/nuesHo,
Pas/ieieHa Ha 1Ba OTAE/HY NpHEeMa (Hamp. CyTPHH H Beuep). IIpuemsT TpsGBa Aa 3amoune 0koNO
12 4aca cnen 3aBbpiBane Ha oleparusTa.

AKO IEpOPaNTHOTO NPUIIOKEHHE € HEBL3IMOKHO TI0pajii KIIMHUYHOTO ChCTOSIHUE HA MAlEeHTa,
TpsibBa 1a ce 3all04YHE HHTPABEHO3HA Tepanust ¢ 0.01-0.05 mg/kg nueBHO nox ¢dopmara ra
HeTpekbCHara 24-4acosa HHY3HsL.

IlpounakTrka Ha OTXBBPISHE HA TPAHCIIAHTANTA — Jena

Tpabga na ce npunoxu HauanHa Tiepopaita no3a 0.30 mg/kg/nHeBHO pasneneHa Ha Ba OTICITHH
npuema (Hanp. CyTpHH U Bedep). AKO KIMHHYHOTO ChCTOSHHE Ha MalHeHTa HE MMO3BOJIsSBA
TI€pOpaIIHO NPUITOXEHNE, TPAOBA 12 Ce MPHUIIOXH HadalHa MHTpaBeHO3Ha 1o3a 0.05 mg/kg
AHEBHO MOJ (opMaTa Ha HeMpeKbCHaTa 24-4acosa UH(Dy3Hs.

AJlanTupane Ha 103aTa B NEPHOJIA ClIe TPAHCNJIAHTALMATA IPH BH3PACTHU U JIEHA

Hosure ITporpad o6uuaiino ce nonmkasar s IIepHoa ciie] TpaHcIuianTanus. Be3amMoxkuo e B
HSAKOH ClTy4aH Ja Ce MpeKpaTH ChITbTCTBAIIATA HMMYHOCYNPECHBHA TEpaMnus , KaTo Ce CTUTHE /10
MoHoTepanus ¢ [Iporpad. ITonobpenrero Ha ChCTOSHHETO Ha NallkeHTa cllef TPaHCIJIaHTALMATA
MOXe 1a HpoMeHH GapMakOKHHEeTHKATA Ha TaKpOJIUMYC ¥ MOXE J1a C€ HAJIOKH XONBJIHUTETHO
ajantupaHe Ha JO3HTE.

JleyeHue Ha OTXBBPIAHETO — Bh3PACTHH U Jiewa

3a oBnansBaHe eNU304KTE HA OTXBBPJIAHE C€ H3M0N3BAT YBENU4eHH fo3u [Iporpad,
AOIbJHATEHA Tepanus ¢ KOPTHKOCTEPOHH, KAKTO H KPATKH KYPCOBE ¢ MOHO/IONUKIOHAIHU
aHTATENA. AKO Ce 3a6eekaT MPH3HALHN HA TOKCHIHOCT (Hanp. mogyepTany HexxenaHu peakiLuH -
BIX paszien 4.8), MOXe /1a Ce HaOXKH MOHMKEHHE Ha no3ara Ilporpag.

[Ipn npemunaBane xem Iporpac neuennero Tps6ra na ce 3anoure ¢ HayaHATA HepopalHa 103a,
[IPENOpbYBaHa 32 MbPBUYHA HMYHOCYNIPECHS.

3a HH(OPMALUSI OTHOCHO IPEeMUHABAHE OT lHKI0CcnopuH kuM I1porpad Buxk mo-nomy:
“Apantupase Ha no3ata IpH crieUMUYHY NONyIaLHH NalHeHTH .

Ilpenopnku 3a xo3upane npu: BrOpeuna TpancnianTanus

IlpounakTika Ha OTXBBPIISHE HA TPAHCIIAHTAHTA — Bb3pacTHU

Iepopannoro neuenwe ¢ IIporpag Tpsbea na sanouse ¢ go3a 0.20-0.30 mg/kg/nuesHo,

Pa3lieNicHa B 1B OT/C/IHY IpUeMa (HAlp. CyTPUH U Beuep). [IpuemsT Tpsibea na 3anoune no 24

aca criel NIpUKIIOYBaHe Ha ONEpaLUsiTa.

AKO nopaju KJIMHAYHOTO CHCTOSHUE Ha TIalHEHTa f103aTa He MOXE N Ce IPHIIOKH NepopastHo,

TpsA0OBa J1a 3aTI0YHE UHTPABEHO3HA Tepanus ¢ 0.05-0.10 mg/kg/nueBHo nox tdopmara Ha

HeNpeKbCHaTa 24-uacoBa UHpY3Us.

IIpodunakrika Ha OTXBBpPISHETO Ha TPaHCIIAHTAHTA — Jiena

Tpsabsa na ce npunara Hayanna Tiepopanta 1o3a ot 0.30 mg/kg/nHeBHo, pa3nenena Ha 1sa

TpHeMa (Harp. CyTpuH U Beuep). AKo KIHHEYHOTO CBCTOSIHME Ha MAlUEHTA HE T03BOJISBA

[I€popalicH IpueM, Tpa0Ba fa ce NPUIOXH HAYAJHA UHTpaBeHO3Ha 1o3a 0.075 -

0.10 mg/kg/nueBHo nox (opmara Ha npoabmKHTEHA 24-4acoBa HHQy3Ms.

Anantupane Ha f103aTa B mepuosa cien TpaHCIIaHTaUMs IPY Bb3PACTHH U Jielia

O6uxHOBEHO nO3UTE [Iporpa ce nonmxasar s TIpUo/a cnex TpaHcniaHTauus. B Hxou ciyyan

€ Bb3MOXKHO J1a C€ CIIpe ChIIbTCTBALATA MMYHOCYIPECHBHA TepaNus U J1a Ce CTHTHe 1o Gasupana

Ha [Iporpad nBoiina Tepamms. ITomobpenuero Ha cherosHUETO Ha NaueHTa clej

TPaHCTIIAHTALUATA MOXKE Aa TPOMEHH (hapMaKOKMHETHKATA Ha TaKpOJIUMYC U [a Ce HAJIOXKH T0-

HaTaTbBIUHO aJaNTHPAHE Ha J03aTa. //*\“’";N

JleueHue Ha OTXBBLPISHETO — BL3PACTHHU U zena NS NZTRN

O6ukHOBEHO 3a OBajsIBaHE €NMU30INTE Ha OTXBBPJISIHE CE U3MON3BAT yBENUYEHH gc’%xﬁ)p/o
/

AOUBJIBAIIA TEPANHs ¢ KOPTUKOCTEPOUAH H BbBEXKIAHE HA KPaTKH KypcoBe ¢ T




MOHO/IOJIMKJIOHAJIHY aHTHTeNA. AKO ce 3a6enexar MpU3HALH HAa TOKCHYHOCT (T.€ MOAYEPTaHH
HEXeNaH peakuun — Bk pasaen 4.8), nosara INporpad Moxe 61 Tp6Ba 1a ce MOHMXH.

Ipu npemunaBane kbM seuenwue c [porpad To TpsA0Ba A2 3aM0YHE C HaYaJIHATA IEPOPANTHA 1034,
NpENopbyaHa 3a MbPBHYHA UMYHOCYTIPECHSL.

3a uHdOpMaIHg OTHOCHO IPEMHHABAHETO OT uuknocnoput keM [porpad Bux mo-gony:
“AnanTupane Ha JO3UPOBKaTa IPH crieudpuyHn NOMYTallMH MalHeHTH .

IIpenopbku 3a nosnpane npu: Chpaedna TPaAHCIIAHTAHAS

IIpoduakTuka Ha OTXBBPAAHETO HA TPAHCILIAHTAHTA — BB3PACTHU

IIporpa¢ moxe na ce u3nonssa 3aeaHO ¢ HAAYKUMA Ha aHTUTENA (no3BonsABaIo MO-KbCEH CTApT
Ha repanusita ¢ [Iporpad) unm antepHaTUBHO, MPH KIMHUYIHO CTAOHITHH MalHUeHTH, 6e3
UHIYKIMS HA aHTHTENA.

Crex MHAyKUMS HA aHTHTENA MEPOPATHOTO JEYEHHE C Iporpa¢ tpsi6Ba na 3anoune ¢ fo3a
0.075 mg/kg/nneBHo, pasnenena Ha Ba npuema (Hamp. cyTpuH u Beuep). [Ipuioxennero Tpsbea
/ia 3aM04HE 110 5 IHHU ClIeX IPUKITIOYBAHE Ha ONEPALUATA, BEIHATA LIOM KIHHHYHOTO ChCTOSHHE
Ha MalMeHTa ce CTabuIu3npa. AKO NIOpajy KIMHHYHOTO ChCTOSHME HA MALMEeHTa NEePOPATHUSAT
TIpHEM € HEBB3MOXEH, TPSOBA /1a 3ar04He HHTpaBeHo3Ha Tepamus ¢ 0.01 0 0.02 mg/kg/nHeBHO
noj (opmara Ha HenpekbcHaTa 24-4acopa HHY3HsL. ITy6nukyBaHa e anTepHaTHBHA CTpaTerus,
TpH KOATO NEpOpaNeH TaKPOIMMYC Ce MpuIara B paMKuTe Ha 12 yaca ciiell TpaHCIIaHTALKATA.
Tosn noxxon e 3anasen 3a nanuenTu Ges (QYHKUMOHANHN CMyILIEHHs Ha OpraHu (namp. 6b6peuna
muchynkius). B TakbB ciyuaii ce u3monssa HavanHa NIepopajiHa 103a Takponumyc 2-4 mg
JHEBHO B KOMOHHalKs ¢ MUKOodeHONaT MOdeTH T H KOPTUKOCTEPOUAH HIIH B KOMOWHALHS ChC
CHPOJIUMYC M KOPTHKOCTEPOHIH.

UpodunakTrka Ha OTXBbPIISHETO HA TPAHCIIAHTAHTA — /LA

Ilporpad ce u3nonsBa ¢ uau 6e3 UHAYKLUS HA AHTHTENA NIPY ChbPJEYHHN TPAHCIJIAHTAIIMY Ha
Aeua. [Tpy nauueHTH 6€3 MHAYKIMS HA aHTHTENIA, aKO JEYEHHETO C Iporpad 3anoune
MHTPaBEHO3HO, NpernopbyBanara HavanHa 1o3a e 0.03-0.05 mg/kg/nuesno nox dopmara Ha
HenpekbcHaTa 24-yacoBa HH(Y3U C 11eJ1 1a Ce OCTUTHE KOHLEHTPAIIUS Ha TAKPOIIUMYC B
KpbBTa 15-25 ng/ml. [TauneHTnTe Tpsi6Ba A2 NPEMUHAT KbM niepopaliHa Tepanus BexHara oM
TOBA € KIIMHUHYECKH Bb3MOXHO. [IbpBaTa f103a OT mepopaiHoTO Nevenue TpsGBa aa 6be

0.30 mg/kg nHeBHO U na 6be 3anounaTa 8 1o 12 yaca CJIe/l IPEKPATABAHE HA MHTPABEHOZHOTO
[PUJIOKEHHE.

Crnex nuzyuupane Ha aHTHTENa, aKO TEPAITHATA C ITporpad e 3anounara ¢ nepopanto
TMPUTOKEHUE, PENOpbYBaHaTa HavyaHa 1o3a e 0.10-0.30 mg/kg/ nueBHo, pasnenena Ha aBa
NpHeMa (HaImp. CYTpUH U BeYep).

AJlanTrpaHe Ha JIO3NTE B IEPUO/A CJIEN TPAHCILIAHTALHUSTA IPH Bh3DACTHH U Jlena

OGuuaitHo nosure Iporpad ce nonmxkasar B epuoaa ciexn TpaHcHanranuATa. [lonobpenuero
Ha ChCTOAHMETO HA MAUMEHTA B TO3H NIEPHO/ MOXE Ja IPOMEHH (hapMaKOKUHETHKATA Ha
TaKPOIUMYC U MOXE J1a Ce HAJIOXKH 110-HATaTBLIHO aAaNTHPAHE.

Jleuenue Ha OTXBLPISAHETO — BB3PACTHH M Jiela

3a oBN1aASBAHE EIM30AUTE HA OTXBBPIISHE CE U3TOI3BAT yBenndyenu no3u [Iporpad,
AOTbITHHTEHA TEPANKs ¢ KOPTHKOCTEPOUIH H BbBEXKIAHE HA KPATKH KYPCOBE C
MOHO/TOIMKIIOHAIHY AHTHUTENA.

Ilpu BB3pacTHY MalMenTH, TPEMUHANN Ha Iporpag, Tps6sa ja ce npunara navansa nepopanna
no3a 0.15 mg/kg/nueBHo, pasaenenu Ha 2 npuema (Hamp. cyTpuH u Beuep).

pn neua, npemunanu koM [porpad, TpsGsa 1a ce IIPHJTIOKH HavyajiHa nepopaiHa gosa 0.20-
0.30 mg/kg/nueBHo, pasneneHa Ha 1Ba mpuema (Hanp. cyTpuH ¥ Beuep).
3a uHdopMaLHs OTHOCHO MPEMHHABAHE OT 1uKnocnoput keM [Iporpad sux NO-AQHY T~
“AnanThpane Ha J03aTa Npy cHeUUdUIHH MOMyJauuy NalHeHTy . ZT AN Ry

ITpenopnku 3a nosupane: Jleyenue Ha OTXBLDJISIHE HA IPYTH ajiorpadTi
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IIpenopbkute 3a fo3upaHe Npy TPaHCIUIAHTALKS HA G5 Apo6, naHkpeac U Yepea ce 6asupar Ha
AQHHHTE OT OrpaHUCHH U3C/ICAOBATEIICKU KIMHUYHH IPOyYBaHus. [Ipy nauuenty ¢
TPaHCIUIAHTHPaH O Apo6 [Iporpad e u3non3ean B HauanHa nepopanna go3a 0.10 -

0.15 mg/kg/nHeBHO, Mpy MaLHeHTH ¢ TPaHCIUIAHTHPAH MTaHKpeac B HavaliHa JHEBHA /1032

0.20 mg/kg/nueBHo, a Npu YpeBHA TPAHCIIAHTALHMS - HAYATHA repopainHa 103a

0.30 mg/kg/nueBHo.

AJanTapaHe Ha I03HPOBKATA NPH clenHpHIHA MONYJ/IALHH HANHEHTH

[aumenTy ¢ 4epHOAPOGHA HEAOCTATEYHOCT

Ipu nauuenTy ¢ Texka YepHOAPOOHA HEOCTATHYHOCT MOXKE /1A C& HAJIOXKH [IOHIKEHHE Ha
A03aTa ¢ Hel ia ce NOANbPKAT KOHUCHTPALMHUTE B KPBBTA B [IPENOPHYAHUS MOPSIBK.
[TaunenTty ¢ 66peyHa HEOCTATEYHOCT

Twit kaTo apMaKOKUHETHKATA HA TAKPOIUMYC He CE BIIHSE OT O6pOpeuHaTa GyHKLIus, He ce
Hajlara ajanTupaHe Ha 103upoBkara. Bee nak nopaan HeppoTOKCHUHHS NOTEHIHA Ha
TaKpOJIMMYC C€ MPENopbYBa BHUMATE/IHO MOHHTOPHPaHe Ha GbOpeYHaTa hyHKIHs
(BKITFOYHTENTHO CepUHHHU CEpYMHH KOHLIEHTPALHH HA KPEaTHHHH, M3YHCIIeHHE Ha KpEaTUHHHOB
KJIMPBHC 1 MOHHUTOPHpPaHe Ha 00pa3yBaHETO HA YPUHA).

IlaunenTy - feua

OGHKHOBEHO Te3H MALKEHTH Ce HyX/IasT OT 103K 1% -2 IIbTH MO-BHCOKH OT JO3MTE 34
BB3pACTHH, 32 1a C€ JOCTHTHAT NOAOOHH KOHIEHTPAUUH B KPBBTA.

IMauveHTH B HanpeaHAana Bh3pacT

Hocera HAMa HaTMYHY JOKA3aTe/ICTBa, Ye MPH NALUEHTH B HampeaHalla Bb3pacT € He0OX0AUMO
ajlanTUpaHe Ha JO3UPAHETO.

IlpemyHaBaHe OT HUKIOCTIOPHH

TpsbBa 1a ce BHUMAaBa, KOraTo NAaUUEHTHTE IPEMUHABAT OT Ga3upaHa Ha UMKJIOCIIOPHH Tepamnus
KbM TakaBa, Gasupaua Ha IIporpad) (sux pasnenu 4.4 u 4.5). Tepanusita ¢ IIporpad tpadsa na
3aM0YHE CIe/| KaTO CE B3eMarT NIPeBU/| KOHLIEHTPALMUTE Ha LIMKIOCTIODHH B KPBBTA H
KIIMHUIHOTO CBCTOAHME HA MAllMeHTa. [Ipy BUCOKH KOHIEHTPALMHU HA MKIOCTIOPHH JICYEHHETO ¢
Iporpa¢ Tps6sa na ce 3a6aBu. Ha npakTuka To TpsiGea xa 3anoune 12-24 yaca cnen
NpEKpaTsBaHe Ha LIMKIOCIOPHHA. MOHHTOPHPAHETO Ha KOHUEHTPALMATA HA MKJIOCTIOPHH B
KpbBTa TPsiOBa a IPOABIDKH H Cle/l IPEMHHABAHETO kKbM IIporpad, Thil kaTo KIIMPBHCHT Ha
[MKJIOCIIOPUH MOJKE J1a € MMOBJIUSH.

IlpenopbKu 3a KOHUEHTPAHNUTE B KPLBTA, KOHTO TPAGBA A2 ce JOCTHIHAT

HosuposkaTta Tpsi6Ba npeu BCUYKO Ja € OCHOBAHA HA KJIMHMYHATA HPELEHKA 328 OTXBBPJISHETO U
TIOHOCUMOCTTA IIPH BCEKH OTJEJIEH MAI[HEHT.

C uen 1a ce oNTUMU3KMPA IO3UPAHETO CE NIPEANAraT pPasIHyHA HMYHOAHATH3H 32 OfpejeisiHe
KOHHUCHTPALMUTE HA TAKPOIMMYC B KPbBTA, BKIFOUUTENHO U I10JyaBTOMATHYEH eH3UMEH
MMyHOaHaIN3 ¢ MUKpodacTHiy (MEIA). CpaBHennsTa Ha KOHLIEHTpaUKMKTE, TyGIUKYBaHH B
MTepatTypaTa ¢ HHAMBUAYATHUTE CTOHHOCTH B KIIMHUYHATA IPAKTHKA, TPIOBA 1a Ce NpeLeHsBaT
BHUMATEJIHO, KaTO C€ MO3HABAT M METOJMTE 32 aHAIN3, KOUTO CE U3MOJI3BAT B ChBPEMEHHATA
nabopaTopHa NpaKTHKA. B chbBpeMeHHaTa KIMHMYHA PaKTHKA KOHLICHTPALIMUTE B KPBBTa CE
MOHUTOPHUPAT, KATO C€ U3IMIOJI3BAT METOAM 32 MMYHOAHAIIH3.

KpbBHUTE HMBa Ha TakpoNMUMYC TPSIOBA a c& MOHHTOPHPAT 110 BpeMe Ha EPUOJIA ClIeN
TpaHCIIaHTauusATa. [Ipn nepopainHo NpuiokeHHe KPbB 3a ONpe/ieNsHe KOHLEHTPALHSATA Ha
TaKpoJIUMYC TPsiGBA 11a Ce B3eMe OKoIo 12 yaca ciiefi npueMa, TOYHO Npeay NnpueMa Ha
creasamara 1o3a. Yecrorara Ha MOHUTOPHpAHE Ha KPHBHUTE HHBa TpAOBa 1a ce G%gpa%ré:ﬁ\\\}
KIuHu4HuTe Hy KA. Tl kato Tporpag e JlekapcTBeH MPOAYKT C HUChK KHHpBH%&@@B&‘ﬁM@ﬁ’Y‘
KbM CXE€MaTa Ha 03UpaHe MOXeE [1a OTHEME HAKOJKO JHH NPEH Ja ce MOSBAT HF;ZSM%E«I&/E
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Tepanus. KpbBHUTE HMBA Ha TAKPOIMMYC TPA6BA CHILO 1a ce MOHMTOPHPAT CJIC] aJanTHPaHE Ha
A03ara, IPOMEHU B HMYHOCYTIPECHBHATA CXEMA HIIH CliE] €HOBPEMEHHO HPUIIOKEHHE HA
CyOCTaHUMH, KOUTO MOTaT /1a IPOMEHST KOHLCHTPaLUNTE HA TAKPOIUMYC B KPbBTa (BHX paszen
4.5).

AHaJIM3UTe HA KITMHUYHATE IPOyYBAHUS [IOKa3BaT, Ye MHO3HHCTBOTO MALUEHTH CE IOBIUSIBAT
YCHCLIHO, ako KOHLCHTPALKMHTE HA TAKPOTUMYC B KPBBTA Ce IOJUIbPXKAT 11of 20 ng/ml.
Heobxonumo € 1a ce uMa npeBuA KIIMHHYHOTO CHCTOSHUE HA HalMEHTa, KOraTo ce
HHTEPIIPETUPAT HUBATA B KPBBTA.

B xiuHu4HaTa NpakTHKa KPEBHUTE HUBA OGMKHOBEHO Ca B nopsinbka 5-20 ng/ml npu
PELUIHCHTH € YePHOAPOOHH TpaHcnnanTauTH u 10-20 ng/ml P NAHEHTH ¢ OBOpeuny U
ChbPACHHH TPAHCILIAHTAHTH B PAHHHUS NEPUOJ CIe] TPAHCILUIAHTALUSTA. Bnocnencreue, no speme
Ha NOJIbpXalliaTa Tepanus, KOHUECHTPALMUTE B KPBBTA Ca OT MOpPSAbKA 5-15 ng/ml npu
PELHMINEHTH Ha YEPHOAPOGHH, 6bOPEUHH U ChPIEYHH TPAHCIUIAHTAHTH.

4.3 TIporuBonokazaHusi

CBPbX1yBCTBHTEIHOCT KbM TAKPOIHMYC HJIH JAPYTH MaKpOJMIH.
CBPBX4YBCTBUTEHOCT KBM HAKOS OT TOMOILHHUTE ChCTABKIL

4.4 CreuuajHu npexynpexieHus u npeana3sHu MepKU NpH ynorpeba

Io Bpeme Ha HauaNHKs NEPHOJ Clle] TPaHCIIAHTALHATA PYTUHHO TpsiGBa Jia c€ MOHHTOPHpAT
CIICIHUTE NOKasaTe/n: KPbBHO Haisirare, EKT, HeBponoruden u ouen crartyc, KOHLIEHTPAld Ha
[JIIOKO32 B KpbBTA Ha IMIAZHHO, €JIEKTPOIIMTH (NO-CTIENHAHO KanHif), (yHKUMOHATHH
4EPHOAPOOHH U GBOpeYHH MPOGH, XEMATONOTMYHHA napaMeTpH, KoaryJaldOHHU CTONHOCTH U
OIpPE/ICJIAHE Ha NIa3MEH NPOTEHH. AKO Ce HaGMOAABAT KIMHUYHO PEIeBAHTHH IPOMEHH, TpAGBa
Aa Ce MMa NPeNBHA afaliTHPaHe Ha HMYHOCYIIPECUBHHS PEXKHM.

Hab6monasanu ca jiekapcTBeHH rpeluky, BITIOYHTEIHO HEBHUMATEJIHO, HEYMHUINJIEHO WIIH
G€3KOHTPOJIHO 3aMeCTBaHe Ha JIekapCTBEHUTE (POPMH Ha TAKPOJIMMYC ¢ He3a6aBHO
OCBOOOXKIaBAHE HITH C YIBJDKEHO OCBOBOXK 1aBaHe. ToBa e JIOBEJIO 10 NPOsIBa HAa CEPUO3HU
HEXEaHN CbOUTHS, BKIFOUUTEIHO OTXBBPIISHE HA NpUcajikaTa WiK Ha APYTH HEKeNaHu
peakuuu, KouTo Guxa MOIJIH J1a ca CIEACTBHE KAKTO HA HEJOCTATBYHA CKCITO3HMLMS TaKa ¥ Ha
CBPLXCKIO3ULHS Ha Takponumyc. IlanunenTute Tpsibsa na ce nekysar ¢ eqHa ot JIEKapCTBEHHUTE
hopmu Ha TakpoOnUMYyC, NIpU Ca3BaHE HA CHOTBETHATA AHEBHA CXeMa Ha pHJIarale; npoMsiHa Ha
JieKapcTBeHaTa popMa MITH Ha CXeMaTa Ha NpHJIarade Tps0Ba J1a ce NpaBU caMo 1oj
HEMOCPENCTBEHO HABMOIEHHE OT CIELMATNCT TPAHCILIAHTONIOT (Bx. Touku 4.2 1 4.8).

Pactutennu npenaparu, chaspxamu xbaT KanrtapuoH (Hypericum perforatum) unu npyru
PacTUTEHN NPOAYKTH, TPAOBa Aa Ce H3BATBAT 1O BpeMe Ha NPHEM Ha [Iporpad nopaau pucka ot
B3aUMOJICHCTBH A, KOUTO BOAST O MOHMXEHNE HA KOHIIEHTPALHSATa Ha TAKPOJIMMYC B KPBBTA U
A0 HamajiiBaHe Ha KIIMHMYHUS My eekT (B pasien 4.5: B3aumoneiicTeys ¢ IPYId NeKapCTBEHH
TIPOAYKTH U APYTH (OPMH Ha B3aUMOAEHCTBHS).

Thif KaTo HUBaTA Ha TAKPONHUMYC B KPBBTA MOXE 3HAUUTENHO Jla ce MPOMEHST 110 BpeMe Ha
AHapRs, CE IPEnopb4Ba U3BLHPENHO MOHUTOPHPAHE HA KOHLIEHTPALMHTE MY B KPbBTa 110 BpeMe
Ha AUapHsL.

Kom6unnpanoro npunoxenue na HUKIIOCTIOPHH U TaKpOJUMYycC TpsibBa fa ce I/I36ﬂF‘Ba//,H’1'[Ha:6‘“é
e el

BHAMaBa KOraTo TaKpOJIMMYC Ce NPHara NpH NalHEeHTH, KOUTO TPe/Iy ca nony4agang -

UMKJIOCTIOpHH (BX pasjen 4.2 u 4.5). RGN
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B penku ciyqan ce HaGmoaaBsar BeHTpHKYIapHa XUnepTpodus i xuneprpodus Ha centyma,
Ccho0IaBaHH KaTo KapauoMuonaruy. [Toseuero ciyuau ca oGpaTumu u ce cpeliaT Hali-Beue npu
ACLa C KOHLEHTPALlMK Ha TAKPOJIMMYC B KPHBTAa MHOTO MO-BHCOKH OT NPENOPbYaHHTE
MaKCUMalHH HuBa. JIpyru $HakTopH, KOMTO YBETHYABAT PUCKA OT TE3H KIMHUYHH ChCTOSHHUS,
BKJIIOYBAT CBILECTBY BALLO NPEIIM TOBA ChPACUHO 3a00/sBaHe, YIIOTpe6a Ha KOPTUKOCTEPOUH,
XUNEPTOHHUS, GbOpeyHa UM YepPHOAPOGHA (yHKIMOHATHA HEJOCTATHYHOCT, UHbEKIHH,
NIpETOBAapBaHE C TCYHOCTH H €ieM. B chriiacue ¢ TOBa MaLHeHTHTE ¢ BUCOK PUCK, OCOGEHO MAJIKHU
ACLia M TaKMBA, KOUTO €2 MOJIy4aBajIM 3HAUNTEIHA MMYHOCYTIPECHS, TPSIOBA [la Ce MOHUTOPUPAT C
nomorra Ha exokapauorpadus wm EKT npenu u crien tpanciuianTauusTa (Hanp. B Ha4anoTo Ha
3 meceua u ciest ToBa Ha 9-12 Mecena). AKo ce pa3BUST AHOMANHH, Tps6Ba Aa ce uMa NpeaBu
NOHIKeHNUe Ha fo3uTe [Iporpad miim cMsHa Ha JIEYEHHETO C IPYTO HMYHOCYPECHBHO CPECTBO.
Takposmmyc moxe na yapmxu QT vHTEpBalia, HO 3acera HAMa ChUIECTBEHO J0Ka3aTeNCcTBO, e
MOXe na npuauHy Torsades de Pointes. Cienuainzo TpsiGBa 1a ce BHUMABA NPH NALHEHTH ¢
AUArHOCTHLMPAH WJIH CbC CbMHEHHUE 3a BPOJIeHO yabimkeH QT cunapom.

Crobiasa ce, 4e npu nauueHTH, Jekysanu c [Iporpad, ce pasBusar CBbp3aHu ¢ Enmaiin-bap
Bupyc (EBV) iumdonponudepatuiu cMyenns. [TaumeHTHTe, IPEMHHATH KbM Tepamus ¢
Ilporpad, ne Tps6Ba eIHOBPEMEHHO 1a NOTyYaBaT U anTuIMMouuTHO nevenne. Crobiana ce,
4e npu MHOro Mankute (mox 2 roaunu), EBV-VCA (Epstein-Barr viral capsid antigen)
OTPHLATEIIHH I€a MMA YBEIHU4Y€EH PUCK OT pa3BUBaHE Ha TUMOIPONUpEPATHBHH CMYILEHH.
Hopanu ToBa, B Ta3H rpyna NauueHTH,NPeIH [ 3a04YHE JEIEHHETO C Ilporpad tpsa6ea ga ce
TpoBeaar ceponornynu uscnensanus Ha EBV-VCA. Tlo Bpeme Ha JieuenueTo ce npenopsua
BHUMaTenHO MoHuTOpupare ¢ EBV-PCR (EBB-nomumepasua Bepuxna peakuus). [Tonoxutento
EBV-PCR moxe na ce HaGoaBa B IpoABbIKEHHE HA MECELIH M caMmo Mo cebe CH He TrOBOpPH 3a
muMbonponnpepaTHBHO 3a60NsIBaHe WK TUMPOMA.

Hwma cpoblueHns 3a pasBuTHe Ha 0GpaTHM CHHAPOM Ha 3a/Ha eHuedatonaTus (PRES) npu
TNALHEHTH, JIEKYBAHU C TAKPOJINUMYC. AKO MALMEHTH, IPUEMALLIN TAKPOJIUMYC, Pa3BUST
CHMIITOMH, Haco4Ballk kbM PRES, kato: rnasoGosue, yBpeieHO yMCTBEHO ChCTOSHHE, IbPHOBE
H 3PUTEJIHA HapyIIeHHs, TpsOBa fa Obe HANPaBEeHO PaJMONOrHYHO H3cienBane (Hamp. SMP).
Ako 6be anarnoctunupan PRES, ce npenopbupa anekpaTeH KOHTPOI Ha KPBBHOTO HaJIsraHe u
TbPHYOBETE M He3a0aBHO NIPEKPATSBAHE HA CUCTEMHO NPHIIaraHus TakpoauMyc. IToBeyeto
TIALUEHTH C€ Bb3CTAHOBSABAT HAMBJIHO CJIEJl NPUJIATAHETO HA MOAXOASIIA MEPKH.

[TanuenTy, Ha KOUTO ca NpUJIAraHH HMYHOCYIIPECOPH, BKIHOUHTENHO [Tporpad, ca uznoxenn ua
TNIOBUILIEH PUCK OT ONOPTIOHUCTHYHU HH(eKuun (6akTepHantu, rbOUUHH, BUDYCHH H
nporosoiinu). Takusa 3a60nsBaHus ca HedponaTus, NpHurHEeHa oT BK BHPYC H [POrpecuBHA
MynTi(okanHa eskoenedanonatus ([IMJI), npuuunena ot JC Bupyc. Tezu MHQEKIHH YeCTO
Ca CBbP3aHH C BUCOKO OOLIO MMYHOCYNIPECOPHO HATOBAPBAHE M MOTAT /Ja I0BEAT O CEPHO3HHU
i QatanHu 3a6019BaHUs, KOUTO JieKapuTe TpAGBa 1a HMAT IPeBUL B nudepeHuraHaTa
AUArHO32a NpU UMYHOCYNIPECHPaHH MALKMEHTH ¢ BIIOLIABAIA ce GOpeuHa (yHKINS WK
HEBPOJIOTUYHH CHMIITOMM.

KakTo ¥ npu ipyruTe HMYHOCYNPECHBHH CPEACTBA, IOPAIH MOTEHIHANHHS PUCK OT
3/10KaYECTBEHH KOXHH POMEHH H3J1araHeTo Ha CIIbHYEBa CBETIHHA U VB irbun Tps6Ba aa ce
OrpaHHM4H 4pe3 00/IMYaHe Ha NPEANa3HH APEXU 1 yIoTpe6a Ha CPeCTBa Cpellly ClTbHYEBO
u3rapsiHe ¢ BUCOK 3aliuTeH (paKTop.

Kaxro 1 ¢ ipyrute akTHBHH UMYHOCYNPECHBHH CheUHEHHUS, PHCKBT OT BTOPHYEH pake -
HEU3BECTEH (BX. pasjen 4.8). NED
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Twif kato [Tporpad TBBPAK KanCy M ChIBPXKA NAKTO3a, CIEMHATHO BHUMAHHE Tps6Ba n1a ce
00bpHE Ha MALMEHTH C PEAKH HACIEACTBEHH IPOBIIEMH Ha HETOHOCHMOCT KbM rajsakTosa,
HefocTUT Ha Lapp nakTo3a unu Mana6cop6umst Ha INII0K03a-TalakTo3a.

4.5 BsaumopeiicTBus ¢ Apyru JIEKapCTBEHH NMPOAYKTH H Apyru popMu na
B3anMoJeiicTBHe

MetaGonutHu B3auMoaeiicTBUS

CHCTEMHO HAIMUHUSIT TAKPOIUMYC Ce Metabomu3upa upe3 yepHoapobuns CYP3A4. Uma
AOKA3aTeICTBA CHIIO U 32 CTOMAIIHO-4peBeH MeTabomsbM upe3 CYP3A4 B upeBHara creHa.
EnHoBpemennaTa ynorpe6a Ha eKapcTBEHH MK PaCTHTENHM TPOJYKTH, KOUTO MHXUOHpAT UK
npoayuupat CYP3A4, Moxe 1a BIMsie BbPXy TaKpOJIMMYC M upe3 TOBa a YBEJIMYY UIH Ja
HaMalli KPbBHUTE MY HHBA. 3aTOBA CE MPENOPhYBA MOHUTOPHPAHE HA KOHIIEHTPALMHTE Ha
TaKpoJIHMYC B KPBBTA, KOraTo CE U3MON3BAT €AHOBPEMEHHO CyOCTaHLMM, KOUTO MOXKE 12
npoMeHsT Metabonnama Ha CYP3A4 1 1a ce anantupa J03MpoBKaTa Ha TaKPOJIUMYC, KaKTO €
HEOoOXOAMMO, 3 Jia ce OAAbPIKA [10100Ha KOHIEHTPALHs B KpBBTa (BX. pasjgeny 4.2 u 4.4).

Huxuburopu Ha MeTabonu3ma

Kimnuusecku e nokasano, 4e cleiHUTe Cy6CTAHIMH yBEIMYABAT KPbBHATE HHBA HA TaKpOJIUMYC:
CunHu B3anMOZIeHicTBIS ce HaGIMOAABAT C IPOTHBOrEGMUKOBH CPECTBA KATO KETOKOHA3011,
(u1yKoHa3071, HHTPAKOHA30M M BOPMKOHA30JI, MAKPOIHAHHUS AHTHGHOTHK e€puTpOoMuULUH ik HIV
NpoTea3HH HHXHOUTOPH (Hamp. puToHaBUp). ExHoBpeMenHata yrioTpeGa Ha Te3u cybcraHuuu
MOXeE J1a H3UCKBA O-HHCKH [03M TAKPOJUMYC TPH MMOYTH BCHYKHU MALHEHTH.

[To-cnabu B3anMozeiicTBus ca HaGMOAABAHH C KIOTPUMA30J1, KIIAPHTPOMHLIUH, HozamunuH,
HU(EUNHH, HUKAPUITNH, THITHA3EM, BEpANaMAUll, JUHA3O0I, €THHHJI-€CTPAAUOJ], OMENpPasoll,
Hedazo1oH.

In vitro cnepnuTe Cy6CTaHIMK Ce OKa3BaT MOTEHIIUAIHH HHXHOHUTOPH Ha MeTabonn3Ma Ha
TaKpOJIHMYC: GPOMOKPHNITHH, KOPTU30H, JAllCOH, EProTaMHH, FECTO/ICH, JINI0KAKH, Me(DEHUTOHH,
MHKOHO3aJl, MH/1a30/1aM, HUIBAAMIIMH, HOPETHH/IPOH, XUHU/IMH, TAMOKCH(EH,
(TpuaneTui)onean fomMunrH. CHo6LIaBa Ce, Ye COKBT OT rpeindpyT yBenuyaBa KpPbBHOTO HUBO
Ha TaKpOJMMYC M 3aTOBa TpaOBa Ja ce u30Araa.

Huaykropu Ha MeTaGomusma

Knununyecku cnepnute cyGeTaHuuy Hamansasat KpbBHHTE HUBA HA TaKpOIUMYC:

Cuiau B3auMoze#cTBHS ce HabIrofaBaT ¢ pudaMIHLKH, GEHHUTORH UM KbIT KaHTapuOH
(Hypericum perforatum), KoeTo MOXe 1a HAJIOXKH yBETMIEHHE HA NO3UTE TaKpPOJMUMYC IPH NOYTH
BCHYKH NManUeHTH. KIMHAYECKH 3HAUMMYU B3aUMOJIEHCTBUS ce HaGI0qaBaT ChIO H C
enoGapburan. ITommbpxaluTe 03U KOPTHKOCTEPOMIN HAMAIISBAT KOHLEHTpauuTe Ha
TaKpOJMMYC B KPBBTA.

BHCOKY 11031 PEHHU30/IOH HIIH METHIMPETHU3ONOH, PHIIOKEHH 38 JIeYeH e Ha OCTPOTO
OTXBBPJISIHE, MMAT IOTEHLMAN A yBEMYaBAT HiIM HAMAJABAT KPBHUTE HUBA HA TAKPOITHMYC.
Kap6amasenun, MeTaMH3011 1 M30HMA3M] UMAT IOTEHIHAN A2 MTOHUKABAT KOHLIEHTpaLUUTE Ha
TaKPOJIHMYC.

EdekT Ha TakponuMyc BbpXy MeTab0113Ma Ha APYTH JIEKAPCTBEHH IPOTYKTH

Takponumyc e n3Becren unxuburop Ha CYP3A4; 3atosa €IHOBPEMEHHATAa My YNoTpeda ¢
JICKapCTBEHU NPOTYKTH, 33 KOUTO € U3BECTHO, Y€ ce MeTabonuzupar upes CYP3A4, Moxe A
BJIUSIC BBPXY TEXHUA METabOIM3bM. BpeMeTo Ha NMOiy’>KHBOT Ha LIMKJIOCTIOPHH € YIABIDKERO, - v 11
KOraro ce npuema 3aefiHo ¢ TakponuMyc. OCBEH TOBA MOXKE /1A Ce MOSBAT T
CHHEPTHCTHYHH/aIMTHBHU HepoTokcnuHu edextn. [Topaau ToBa He ce Mpenoprypa. )
KOMOMHHPaHO NPUJIOKEHHE HA UHKJIOCIOPUH U TaKpOJIMMYC H TPsIOBa Ja ce BHUMABA Lj('dr'a_frok
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TaKpOIMMYC €€ pUJIara MpH NaLKeHTH, KOUTO NP/ TOBA ca MOJyYaBali LMKJIOCTIOPHH (BXK.
paznen 4.2 u 4.4).

Taxponumyc ysennyaBa KpbBHATa KOHUEHTPAIHS Ha (DEHUTOUH.

Tsit kaTo TakpoNTHMyC MOXe Jla TOHMKH KIUPBHCA Ha KOHTpallenTuBy Ha 6a3ara Ha CTepou/y, a
TOBa BOJH JI0 YBE/IMUYECHA XOPMOHAIHA €KCIIO3ULNA, TPSIOBa 0COOEHO J1a Ce BHUMABA, KOTaTo ce
B3lMa PEIICHHE 32 KOHTPALENTUBHH MEPKH.

ChlecTBYBAT OrPAHHYEHH 3HAHUS 33 B3AHMOAEHCTBUETO MeX Iy TAKPOIUMYC H CTATHHH.
Hannuuute JlaHHHU I'OBOPSIT, Ye q)apMaKOKI/IHeTI/IKaTa Ha CTATUHUTE HE Cce IIPOMEHA MpH
€IHOBPEMECHHO npujiarane Ha TaKpOJIUMYC.

JlaHHH OT ONMTH € XHMBOTHH MOKA3BAT, Y€ TAKPOTHMYC MOXE [OTEHIHAIHO 12 HAMATH KJIHpbHCa
H JIa YBEJIMYH BPEMETO Ha MOJIy>KHBOT Ha deHoGapOuTan u heHasoH.

pyru B3aumMonefcTBHA, KOMTO BOJST N0 KIMHUYECKH BpeAHH eheKTH

EnxospemeHHaTa ynorpe6a Ha TaKpOJHMYC C IEKAPCTBEHH NMPOAYKTH, 32 KOUTO € H3BECTHO, Ue
MpUTEKABAT HEPPOTOKCHYEH MM HEBPOTOKCHUEH eheKT MOXKE J1a 3aCHIIH Te3u edeKTH (Hamp.
AMHHOTJIUKO3U/IW, UHXHOUTOPM HA T'Mpa3a, BAHKOMHLIKMH, Kj1oTpuMokcason, HCTIBC,
FaHIUKJIOBUD HJIM allUKJIOBH).

3acunena He)POTOKCHUHOCT ce HaGMoaBa Cliel puarane Ha aMpoTepuLyH B 1 ubynpoden B
KOMOUHAIMS C TAKPOJIHMYC.,

Twii kaTo JIEYEHUETO ¢ TAKPOTHMYC MOXKE /i Ce CBBPKE C XMIEPKATHEMHs, HIIH MOXKeE 1a
YBEJIMYM BEYE CHLIECTBYBALIA XUTIEPKAMEMHS, TpIOBa Jla ce U30sTBa pHEMA Ha BUCOKH J03H
KalHi WM Kaani-ChXpaHsBally XY peTHLH (Halp. aMHIIOPU], TPMAMTEPEH HITH
CIUPOHOJIAKTOH ).

VIMyHOCynpecHBHHUTE CPEACTBA MOXE Jia NIOBIUSAT OTTOBOPA HA BAKCMHUPAHEe ¥ BAKCHHHPAHETO
110 BpEME Ha JICYEHHE C TAKPOJIUMYC MOXe Jia ObJie O-MaJKo e)eKTHBHO. YoTpe6aTa Ha KHBH,
aTeHIOUpPaHH BaKCHHU Tpa6Ba Aa ce u3bsraa.

CpobpakeHns OTHOCHO CBBP3BAHETO C IPOTEHH

Taxposumyc ce cBbpP3Ba EKCTEH3UBHO C TIIa3MeHHTe MpoTerHu. Tps6Ba Aa ce MMaT NpeaBu
Bb3MOXXHUTE B3aUMOJIEHCTBUS C APYTH JIEKAPCTBEHH MPOAYKTH, H3BECTHH C BUCOKUS CH
aQuHUTET KbM MasMenuTe npoterny (Hanp. HCIIBC, opanHu aHTHKOAry IaHTH HITH OPaTHH
aHTUANabeTHYHY CPEACTBA).

4.6 BpeMeHHOCT M KbpMeHe

bpemenHoct
HaHHuTe, MOTyYeHH NIPH XOpa, MOKa3BaT, Y€ TAKPOJIUMYC € CIoCOOeH aa NpeMHHaBa 1Mpe3

nnaueHTara. OrpaHMMeHy aHHN OT PELUITUEHTH HA OPTraHHM TPAHCIIAHTATH He [0Ka3BaT Mo-
BHCOK PHCK OT HEXeJIaHH PeaKlni BbpXy MPOTHYAHETO U U3X0/1a Ha GPEMEHHOCTTA IIPH JIeUeHHE
C TaKpOJIHUMYC B CPAaBHEHHE C IPYTUTE HMYHOCYNPECHBHH NPOAYKTH. Jlocera HAMa HAJIMYHK
APYTH peSIEBAHTHH EIMUEMUOTIOTHYHY AaHHH. TTopany HeoOXOMUMOCTTA OT JIeUeHHE
TaKpOJIUMYC MOXKE Jla C€ MMa [IPeABUJ Npu GPEMEHHH KEHH, KOraTo HAMa No-6e301acHa
QJITCPHATHBA ¥ KOraTo O4aKBaHara Mojsa onpas/iaBa NOTEHIHATHUS PHCK 32 miioaa. B ciyyaii Ha
H3J1araHe KbM TaKpOJIUMYC in utero ce Npenopb4yBa MOHUTOPUPAHE Ha HOBOPOAEHOTO 3a
NOTEHLHATTHH HeXeNaHU peakuun (0cobeHo edektH BbpXY 6b0periute). ChluecTByBa pUCK 32
NPEXACBPEMEHHO paxkaane (< 37 CeIMUIM), KAKTO U 3a XUIIEPKATHEMHUS TP HOBOPOAEHOTO,
KOATO C€ HOPMaJIU3Upa CHOHTAHHO.

Ilpu rurbxoBe M 3alilli TaKPOIMMYC NpeU3BUKBA eMOPHO(ETATHA TOKCHYHOCT npu 1103 1% “4 TR
Ca ACMOHCTPUPAIIM TOKCHYHOCT 3a MaiikaTa (BX. paszen 5.3). TakponmuMyc oka3sa B

BBPXY MbXKHs (JEPTHIIHTET MPH IUTBXOBeE (BXK. pasaen 5.3).




Knpmene
JlaHHUTE NPH XOpa N10Ka3BarT, Y€ TAKPOIMMYC NpeMUHaBa B KbpMmara. Thit KaTo BpeIHOTO My
AeHiCTBHE BbPXY HOBOPOJAEHOTO HE MOXe J1a GbJIe H3KIIOUEHO, XKEHUTE HE TPAGBA Ja KbPMSAT
Joxkaro npuemar [Iporpad.

4.7 EdexTu BLpXy cmoco6HocTTa 32 1H0dHpaHe ¥ paGoTa ¢ MAIIHHA

Takponumyc MOXe J1a IpeIN3BHKA 3PUTEITHN H HEBPOJIOTUYHHM cMyenus. Tosu edext Moxe aa
Cce 3acHim, aKo 3aeHo ¢ [Iporpad ce kOHCYMHpa U aKOXOJI.

4.8 HexeaaHH NeKapcTBEHH peaKIHH

[IpopuibT Ha HexenaHuTe 1EKApCTBEHH PEaKLUH, CBbP3aHH C MMYHOCYNIPECHBHH CPEICTBA,
4eCTO ce OMpeesis TPYHO, MOPaJiM OCHOBHOTO 3a00NABaHe ¥ eAHOBPEMEHHATA YIIOTpe6a Ha
MHOroOpOitHH MeUKaHH.

MHoOro oT HexeslaHuTe IeKapCTBEHH peakLuH, CIIOMEHATH MO-0J1y, Ca OGPaTHMH H/HIH ce
TIOBJIUSBAT NIPH HAMaJIsIBaHE Ha Jo3aTa. [lepopaHOTO NpHiIokKeHHE H3TIIEKIA € CBLP3AHO C O-
HHCKa YeCTOTa Ha HEXKEJIaHH JICKAPCTBEHH PEAKIUM B CPaBHEHHE C HHTPABEHO3HATA YIIOTpeda.
Hexenannte nekapcTBeHH peakLHy ca H30POEHH T10-10J1y B HU3XO/SIL PEl B 3aBUCHMOCT OT
4ecToTaTa Ha nossara: MHoro uectd (>1/10); wectu (>1/100, < 1/10); neuectu (>1/1000,
<1/100); peaxu (>1/10000, < 1/1000); mHOrO peaxu (< 1/10000); ¢ HeM3BeCTHA YecTOTa (OT
HAIMYHUTE JAHHU He MOXe N1a ObJie HalpaBeHa OLEHKA).

ChpAeyHYU HapyIIEeHUs

Yecrtu: HCXEMHYHH CMYILUECHHS HA KOPOHAPHUTE apTepUH, TaXHUKap/us

Heuecrtn: BEHTPUKY NaPHH apUTMHH M ChPACUEH apecT, Chbplie4Ha HEMOCTATHYHOCT,
KapJAHOMMOIIATHH, BEHTPHUKY JIapHa XUNEpTPpodus, CynpaBeHTPHKY IAPHH
apuTMMH, NannuTanuy, abuopMHu Haxoaku B EKT, aGHOpMHH nyJic U
ChbpAEYHA YeCTOTa

Penxu: MIEPUKAP/IEH U3ITUB

Msoro penxu; aGHOpMHa exokapuorpadus

Hapyitienus Ba KpsrBHATA H JuMpHATA CUCTEMA

Yecru: aHEeMHusl, JICBKOTIEHHUS, TPOMOOLIUTONEHHS, JIEBKOLIMTO3a, aGHOPMHU
€PUTPOLUTH.

Heuecru: Koaryonarus, aOHOPMHH aHaJM3W Ha KPbBOCHCHPBAHE U KbpPBEHE,
NIaHLUTONEHHS, HEY TPOMEHHS.

Penku: TpOMOOTHYHA, TPOMOOLIUTONEHHYHA MY Py Pa, XUIIONPOTPOMOHHEMHSL.

HapyiueHus Ha HepBHATA cHUCTeMa

MHor0 4ecTH: TpeMop, riiaBoboJire

YecTu: NpUNagbUy, CMYLICHUS Ha Ch3HAHUETO, NAPECTE3UH H JU3IECTE3HH,
nepHhepHY HEBPONATHH, 3aMasHOCT, BIOLIEHO [TMCAHE, CMYIIEHUS Ha
HEpBHATa cUCTEMA

Heuecru: xoma, xemoparuu B [IHC ¥ MO3b4HO-CBIOBH MHLIMIICHTH, Iapajii3a U Tapesa,
eHuedasonatys, CMyILEeHUs B peuTa U e31UKa, aMHe3Hs

Penku: XUIEePTOHUS

MHoro peaku: MMaCTEHHS

Hapyiienus ga ouure
YecTu: 3aMBIJIEHO 3peHne, HoToGoOus, OUHH CMYIIIECHUS




Heuectu: KatapakTa
Penxu: cliernorTa

Hapymenns Ha yxXoto # JTa0UpHHTA

YecTn: LIYM B YIHHATE

Heuecrtu: HaMaJieH CIyx

Penxu: [IPUEMHO HaMaseHHe Ha cliyxa
MHoro peaku: BJIOIIEHO YYBaHE

JuxarenHu, rpbJJHA U MEAUCTHHAIHU HApYUICHUA

Yecru: JMCITHEsl, TApEHXUMHHU O€I0APOOHH CMYLIEHHS, IIEBPaieH H3JIUB, (hapHUHTHT,
KalllJTMLA, KOHFeCTHSI Ha HOCA U Bb3NalcHUs

Heuecru: pecnupaTopHa HEAOCTaThbYHOCT, CMYLIEHHS B PECTUPATOPHUTE ITHTHIIA,
acTMa

Penku: CHH/POM Ha OCTBP PECIHPATOPEH AUCTPEC

CroMainHo-ypeBHY HapYIlIeHHS

MHoro yecTu: JMapus, rageHe

Yecrn: CTOMAIIHO-YPEBHH BB3MANHTEIHH ChbCTOSHHUS, CTOMALHO-YPEBHA yIIIEepaLKs
1 nepdopanys, CTOMAIIHO-UYPEBHU XEMOPArki, CTOMATHT U YIHepalus,
acCUUT, NOBPBLIAHE, CTOMALLHO-YPEBHH U abJOMUHAIHH OOJIKH, UCTICITHYHH
OpU3HALY U CUMIITOMH, KOHCTUNALMSA, (hIaTyISHIUS, TOAYBAHE H
pasiiupsiBaHe, KalllaBy U3MPaXXHEHH s, CTOMAIIHO-YPEBHH MPU3HAIU U

CHMITTOMU
Heuectu: MapajuTHYEH HIEYC, IEPUTOHUT, OCTHD U XPOHHYEH MaHKPEATHT, YBeJIHUEHa
KpBbBHA aMHJIa3a, ractpoesogareaicH pedyKe, CMyTEHO H3Ipa3BaHe HA
croMaxa
Penxu: cyOueyc, IceBIOKUCTA Ha MaHKpeaca

Hapyienus Ha 6p6peluTe ¥ MHKOYHUTE IIHTHINA

MHoro 4ecTH: O6B0peyHo yBpeKaaHe

Yectu: O6b0peuna HEAOCTaTBYHOCT, OCTpa 6bOpeuHa HEIOCTaATLYHOCT, OJIMIY pHsl,
HEKpo3a Ha 6bOpeyHUTe TyOY M, TOKCHYHA HedponaThs, MUKOYHH AaHOMAIIHH,
CHUMIITOMH OT CTPaHa Ha MMKOYHHS MEXYp U ypeTpaTa

Heuecru: aHypHs, XEMOJIMTUYEH YPEMHUEH CHHIPOM

MHoro peaxu: HedponaTus, XeMoOparuyeH UCTUT

Hapyienns Ha xoxxara u NOAKOXHAaTa TbKaH

Yecru: NPYpPHUTYC, OOPHUB, aJONELHs, aKHE, YBEIHMYEHO H3MOTSIBAHE
Heuectn: JAEepMaTHT, (POTOUYBCTBUTEHOCT

Penxu: TOKCHYHA enuiepMaliia Hekpoiusa (cuHapoM Ha Lyell).
Mmnoro peaxu: cuHApoM Ha Stevens Johnson

Hapymenns Ha MyckyJIHO-CKeNeTHATA CUCTEMA U CHEAMHUTENIHATA ThKAH
Yecru: apTpairus, MyCKyJIHH Kpamnu, 6osika B KpaiiHHLMTE 1 Gonka B Iepba
Heuvectu: CTaBHU CMYLIEHUS T

Hapy1enus Ha eHJOKpUHHATA CHCTEMA
Penxu: XUP3YTU3IBM




Hapymenus Ha MeTaGosn3Ma U XpaHEHETO

MHoro vecTH: XUNEPrIMKEMHYHH ChbCTOAHMS, 3aXapeH quadeT, XHrepKaaueMus

Yecru: XHMITOMarHe3uemusi, XunopocdareMus, XUNOKaIMEMHUS, XUIOKATLIMEMHS,
XUTOHATPUEMUS, IPETOBAPBAHE C TEYHOCT, XUIIEPYPUKEMH S, TOHHKEH
aneTHT, aHOPEKCHs, METabOoIUTHA aUK03a, XUIIEPIUIAEMHUS,
XMIEPXOJIECTEPONEMHU, XUTIEPTPUTITHIEPHAEMHS U APYTH ENIEKTPOINATHH
aHOMAaJIUH

Heuectu: ACXUApaTUPaHe, XHIONPOTENHEMHUS, XunepPochaTeMus, XUMOTITMKEMHUS

Hndexuun u uadecTanun

Kaxkro e 106pe n3BecTHO 3a Apyru eh)eKTHBHH HMyHOCYTIDECHBHH CPEICTBA, AUUEHTUTE,
Nojly4aBally TAKPOIUMYC, Ca C YBEIMYEH PUCK OT MH(EKUHH (BUPYCHH, GaKTepHAIHH,
npoTo3oinu). [IpoTHyaHeTo Ha ChLIECTBYBAILM HHGBEKIMA MOXKE Aa ce BowuH. Moxe 1a ce
HOSBAT U F€HEPATM3UPaHH U JOKANU3HPaHN HH(EKIIHH.

Hma cbobuienns 3a ciyyau Ha Hedponaths, npuuuHena ot BK Bupyc, kakTo 1 3a ciydau Ha
nporpecuBHa MyaTH(OKanHa neskoenLedanonarus (IIMJI), npuunsena ot JC Bupyc npu
NAalMEHTH, Ha KOUTO ca NpUilaraHd UMyHOCynpecopH, BkmounTenso [Iporpad.

Hapansgsanus, OTpaBAHUS ¥ YCIOKHEHHS, BE3HUKHAIM B PE3YITAT HA HHTEDBEHIHH

Yectu: ObPBUYHO HapylLIeHHEe (PYyHKLHATA Ha MpUCafKaTa

HabmonaBanu ca jleKapCTBEHH IPEIIKH, BKIIOYHTENTHO HEBHUMATENHO, HEYMHIILLTEHO WIIH
GE3KOHTPOJIHO 3aMECTBAHE Ha JIEKAPCTBEHHUTE (POPMH HA TAKPOIMMYC C HE3a0aBHO
0CBOOOX1aBaHE MM C yIBJDKEHO OCBOOOK 1aBaHe. J[OKIafBaHu ca CBBP3aHHU C TAX Clyyad Ha
OTXBBPIISIHE Ha TPAHCIUIAHTAaHTa (YE€CTOTAaTa He MOXe Jla Ob/ie Onpe/iesieHa OT HATMYHHTE JaHHH).

Heonnasmu - no6pokauecTBeHH, 3/10KAYECTBEHY M HEONPEACICHH

TlauenTyTe, NOIOKEHH HA UIMYHOCYIPECUBHA TEPAIUSL, Ca C [10-BUCOK PUCK 32 Pa3BHTHE HA
310KauecTBeHM 3a60naBanus. CrobmiaBa ce 3a 10OpOKaYeCTBEHH, KAKTO M 32 3JI0KAYEeCTBEHH
HEOIJIa3MH, BKJIIOYHTEHO U CBbp3aHuTe ¢ EBV numbonponudeparuBuu HapyleHus 0 KOXHH
37I0KaYeCTBEHM 00pa3yBaHUs BBB BPB3Ka C JIEYEHHE C TAKPOJIHMYC.

CbI0BH HapyLIEHUS

MHoro yecTu: XHUITEPTOHUS

Yecru: xeMoparus, TpoM60eMOOTMYHY H HCXEMHUYHU CHOUTHSL, IEPUPEPHU CHIOBH
CMYUIEHHS, CBJOBH XHIOTCH3UBHH CMYIICHHS

Heuecru: uH}apKT, Ab160Ka BEHO3HA TPOMO03a Ha KpalHUK, IIOK

O6mu HapyIieHUs ¥ epeKTH Ha MACTOTO HA NPHIIOKECHUE

Yecrn: aCTeHUYHH ChCTOSIHMSA, PeOPHIHM CMYIIEHHs, efeM, 6olKa 1 JUCKOMPOPT,
yBeJnueHa ajkaina gocarasa, yBEIHICHO TEIECHO TETIIO, CMYTEHO
Bb3MIPMEMAHE Ha TejleCHaTa TeMIeparypa

Heuecru: MYJITHOPraHHa HEIOCTaThUHOCT, 3ab0IsiBaHe MOJOOHO Ha HHDITyeHIa,
HapylIeHa NOHOCMMOCT KbM TEMIEPATypa, yCelllaHe 33 HATUCK B TbPIHMTE,
4yBCTBO 33 HEPBHOCT U TPEBOXHOCT, MOBHIIEHA JIAKTAT-AEXHPOreHasa B
KpBBTa, HAMAJIeHNE Ha TEJECHOTO TEIIIO

Penxu: Xax/a, NajJaHe, CTAraHe B IbpANUTE, HAMAJIEHa MOJBHKHOCT, S3Ba

Mmroro penxu: yBENIN4eHa MacTHA ThKaH

Hapymenus Ha UMyHHaTa cucTeMa /
AJNEpruiHY 1 aHaQUIAKTOMAHM PeaKUMH Ca HAGIFONABAHH NP MALMEHTH,
TaKpOJIUMYC (BX. Touka 4.4).




Xenaro-OuaMapHy HApYHIEHUS

Yecru: abHOPMHM 4ePHOJPOOHH eH3MMM ¥ BYHKLHS, XOIeCTasa U XBJITEHHIA,
YBPEKAAHE HA YEPHOAPOOHHUTE KIETKH U XENATUT, XOJNAHTUT

Penku: TpoMb03a Ha 4epPHOAPOGHATA apTEPHsl, BEHOOKITY3HBHO YePHOAPOGHO
3abonsABaHe

MHoro peaku: 4YepHOAPOOHA HEIOCTATHYHOCT, CTEHO3a HA XITBYHUS KaHAaJI

Hapyuienns Ha BB3NPONU3IBOAUTEIHATA CUCTEMA Y I'bpJaTa
Heuecru: AUCMCHOpES U MaTOYHO KbpBEHE

TIcCUXWYHM HAPYIIEHHUS

MHoOro yecTH: O6e3chbHue.

Yectu: CHMINTOMH Ha 6€3MoKOHCTBO, 0GBPKAHOCT U Ae30PHEHTALINS, Jenpecus,
ACTPECUBHO HACTPOCHHE, CMYILEHHS B HACTPOSHHETO, KOLIIMApH,
XaMFOLHHALNY, ICUXUIHH CMYILEHUSA

Heuecru: NCUXOTUYHU CMYILIEHHS

4.9 IIpeano3upane

OmuThT ¢ npestosupane e orpannyeH. Cho01IaBa ce 3a HAKOMKO CIy4ast Ha ciyyvaifHo
Npeo3npane; CHMITOMHUTE Ca BKIIIOYBAIIH TPEMOP, IaBoOOIe, raJieHe U MOBPhILAHE,
HHOEKUUH, YPTHKAPHS, IETAPIHs, yBENHUEHUE HA HUBATA HA KPbBEH YPeeH a30T, cepyMeH
KpeaTHHHH U allaHWH aMUHOTpaHchepasa.

Hsma cneunduyen anrunor 3a Iporpad. lpu npenosupane tpsbsa xa ce nposeaart ooIum
NOAXBPKAIIM MEPKH M CUMIITOMATHYHO JIEYEHHE.

Ilopanu Bucokata My MonekyJiHa Maca, MaJlkaTa pa3sTBOPAMOCT BbB BOJIA M EKCTEH3HMBHOTO
CBBP3BAHE C CPHTPOLUTH U MJIa3MEHH MIPOTEHHH CE OYaKBa, Y€ TAKPOJIUMYC HE MOXKE JIa Ce
Auanu3upa. [Ip OTAeNHN NaMEHTH ¢ MHOTO BHCOKH ILI1a3MEHH HHBA, XeMO(DHITPALIHS WK
nvadunrparus ca 6uiv ebeKTHBHHM 33 MOHIKABaHe HA TOKCHUHHTE KOHUeHTpauyu. B ciyqait na
OpaJlHa HHTOKCHKALKA MOXE Jla TOMOrHE CTOMalIHa IPOMUBKA U/HiH ynotpeba Ha ancopbeHTH
(KaTo aKTUBEH BBIJIEH), KO CE NPUIIOKAT CKOPO CJIEH MOTIBLIAHETO.

5.  ®APMAKOJIOI'MYHU CBOMCTBA
5.1 <@apmakoauHaMu4YHH cBOficTBa

®apmakorepanesTuiHa rpyna: Kanunuespunosn unxuburopu, ATC kon: LO4ADO02

Mexanu3spm Ha neficTBre U dapMakoaNHAMUYHY edekTH
Ha MonekyHO HUBO edeKTHTE Ha TAKPOIHMYC H3IMIEKA CE METUUPAT Upes CBBp3BaHe ¢
uurososeH npoteur (FKBP12), koiiTo oTroBapst 3a BETPEKIETHYHOTO akyMyJIHpaHe Ha
creanHeHneTo. FKBP12-TakponuMyc KOMIUIEKCHT cIENU(BHUYHO 1 KOMIIETUTHBHO Ce CBBbP3Ba C
KaJIMHEBPUH, MHXHOUpA ro, BOIM 10 KallHA-3aBHCUMO HHXHOUpPAHe Ha TbTAILATA Ha T-
KIeThYHATA CUTHAJIHA TPAHCAYKLMS U TaKa NPEAOTBPATABA TPAHCKPHILUATA HA nncxpgéﬁf;fﬁ\\
KOMILIEKT JIMM(OKHHOBHU TeHH. M N
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[o-cneumanyo Takponmumyc nHXUGMpPa 06PasyBaHETO HA UTOTOKCHYHHTE JMMQOLUTH, KOUTO Ca
OTrOBOPHH 32 OTXBBPIISIHE HA NpHCaKaTa. TakpomuMyc MOTHCKA aKTHBHPAHETO Ha T-KJIETKUTe 1
3aBucHMaTa OT T-xennepHu KneTkn nponndepanus Ha B-kieTku, KakTo u obpa3yBaHeTo Ha
nMM(OKUHY (KaTO HHTEPIEBKHHH-2, -3 H Y-MHTEP(EPOH) U EKCIIPECHATA HA MHTEPJIEBKAH-2
penenropa.

Pesyntatu ot myGaMKyBaHWTE naHHU 32 TPaHCTIIAHTALMY HA IPYTH OPraHu

IIporpa¢ e BkmoYeH B IPUETOTO JIeYeHHe KaTo TbPBHYEH HUMYHOCYTIPECHBEH JIEKapCTBEH
TIIPOAYKT C/Ie/ TPAHCIIAHTALMS Ha NaHKpeac, 65 Apob u YepBa. B HayunuTe nmy6IuKamiu
TaKpOMMYC € U3ITMUTBAH KAaTO MbPBUYHO UMYHOCYNIPECHBHO CPEACTBO TpH OKoJIO 175 mauuentu
cnen Genonpobua, 475 nanMeHTH ciell nanKpeacHa U 630 manueHTH ciej YpeBHA
TpaHCMIaHTaluA. [TpoQuIrbT Ha 6€30MaCHOCT Ha TAKPOAMMYC NPH Te3H MyGIUKALUK € NOA00eH
Ha TO3H, 33 KOHTO ce chOGIIABA P MO-TOIEMH IIPOYYBAHMUS, KbAETO TAKPOIUMYC CE H3MON3Ba
KaTo MbPBUHO JICYCHUE TIPH TPAHCTIIAHTAUNS Ha YepeH Apob, 6B0pek u chple. Pesyarature ot
HaH-rofieMuTe IPOyYBaHUS 32 BCAKA HHIHKALMSA Ca 0606IEeHH TI0-0Ty.

TpaHcnnanTaiys Ha 651 1pob

MexAHHHHST aHANN3 HA EAHO CKOPOLIHO MYNTHIEHTPHYHO Mpoy4BaHe o6cHx/aa 110 MalUEHTH,
TONIOXKEHH Ha PaHIOMHU3HpaHe 1:1 ¢ TaKPOIUMYC UM LUKIOCTOPUH. TakpoauMyc € 3anovHar
KaTo HEMpPEKbCHATA HHTPAaBEHO3HA UHPY3HUs B N03a oT 0.01-0.03 mg/kg/nHeBHoO, a opanHusT
TaKpOIIMMYC € npuioxeH B 1o3a ot 0.05-0.3 mg/kg/aneBHo. B nupeara roguHa cien
TPaHCIUIaHTALMSATA € IOKNIa/IBaHa MO-HUCKA YECTOTA Ha CIIyYanTe Ha OCTPO OTXBbPIIAHE 3a
NalMEHTHTE Ha TAKPOJIMMYC B CPaBHEHHE C Te3U Ha LHK1ocnopuH (11.5% cpeury 22.6%) u no-
HHCKa YECTOTa Ha XPOHHYHO OTXBBPIISHE - GPOHXHONUTHC OBNHTEPaHC CHHAPOM (2.86% cpery
8.57%). IlpexxuBsIeMOCTTA B ITbpPBATa roMHa Ha nauueHTuTe € 80.8 % B rpynara Ha TaKpoJUMYyC
u 83% B uukinocnopunosara rpyna (Treede et al., 3rd ICI San Diego US, 2004; Abstract 22).
Jlpyro paHIOMHM3HpaHO Npoy4BaHE BKIOYBA 66 NALMEHTH HA TAKPOIUMYC CPABHEHH C 67
NMalUeHTH Ha UMKIOCTIOpHH. Takponumyc e npuoxkeH B Ha4an0To Moj popMa Ha HempeKbCHATA
MHTpaBeHO3Ha HHdy3us B f03a 0.025 mg/kg/nueBHo 1 nepopanHo B 103a 0.15 mg/kg/nnesno, ¢
TIOCIIEABAILO a/lanTHPaHe Ha 103aTa JI0 XKeJIaHUTe KOHIEHTpaluy B KpbBTa oT 10 10 20 ng/ml.
IIpexuBseMOCTTa Ha MALMEHTHTE 3a IIbPBATa rOJIMHA B TPYNaTa C Takposumyc € 83% u 71% B
IMKJIOCTIOpMHOBATA I'PYNa, A 32 BTOpaTa rofAMHa — CbOTBETHO 76% 1 66%. Enuszoaure Ha ocTpo
OTXBBpJIsiHE 32 100 MaLneHToAHH ca No-Maiko Ha 6poil B rpynara ¢ Takponumyc (0.85 €nu3oja)
OTKOJIKOTO B LIWKJI0CNOpUHOBaTa rpyna (1.09 ciyyas). O6nutepatuBeH GPOHXHONHT ce pa3BHBa
npH 21.7% OT MauMeHTHTE B rpymara ¢ TAKPOIUMYC CIIpsMo 38% MpH NalMeHTuTe B
LuKkocnoprHoBara rpyna (p=0.025). 3HaunTenHO noBeye MalKEHTH, JIEKYBaHH ¢ LU KJIOCIIOPUH
(n=13), e TpsGBaIO A2 IPEMHUHAT Ha TAKPOJIMMYC B CPaBHEHHE C NALHEHTHTE, JIEKYBaHH C
TaKpOJINMYC 1 NPEMUHANHN Ha IMKIIOCTopuH (n=2), (p=0.02) (Keenan et al.; Ann Thoracic Surg
1995; 60:580).

B 1pyro nByLeHTPOBO NpoyuBaHe 26 MALMEHTH ca PaHAOMU3MPAHH B rPyIA C TaKpOIUMYC
CrpsMO 24 NALMEHTH B rpyNa ¢ UHKJIOCIOPHH. B HA4an0TO TakponuMyc e IPUJIOKEH 1o popma
Ha HEMpPEKbCHATA HHTPaBeHO3HA HH(Y3Ks B 1o3a 0.05 mg/kg/nHEBHO, a IepopaiHo ce npuiara
no3a ot 0.1 1o 0.3 mg/kg/nneBHo, ¢ NOCIEABAIIO aJaNTHPAHE HA JO3ATA 10 KENAHUTE HHBA B
kpbBTa 0T 12 110 15 ng/ml. [IpexxuBsiemoctTa B mbpBata roausa e 73.1% B rpynaTa ¢ TaKpoJIUMYC
1 79.2 % B uMxnocnopuHosara rpyna. B rpynara Ha Takpomumyc Jinncara Ha OCTPO OTXBBPJISHE
€ [0-BHCOKA Ha mecTus Mecell (57.7% cnpamo 45.8%) u 1 ropuna cnen 6enonpobHata
TpancnianTanus (50% copsamo 33%). (Treede et al.,J Heart Lung Transplant 2001; 20:51 1).

Tpure npoy4BaHus nOKa3BaT CXOJHA CTENEH Ha MpexuBieMocT. CllyyauTe Ha ocrpgﬁ%?;é}‘gp\m\\
ca 1o 6poii 10-MaNKo B rpynara ¢ TakKpoIUMYC U B TPHTE [POYUBaHHS, 2 €HO q;f?'r/g\%}l MERY f 2y, \\\
NPOYYBAHHs ChOOLIABA 3a 3HAYUTEITHO MTO-MAJIKO CIIydal ¢ GPOHXHOIUTHC 0617{1;\6‘});3% cnﬂgpbm%_ \
B IpynaTa ¢ TaKpoJIMMYyc. M= T\ 2
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TpancnnanTanus Ha nankpeac
EnHo mMynTuueHTpHuHO npoy4Bane BkIouBa 205 HaleHTH, IPETHPIIENH €AHOBPEMEHHO
TpaHCIUTAHTalHs HA NaHKpeac U ObOpeK, paHaOMHU3MpaHH Ha Takponumyc (n=103) u Ha
uukocnopuH (n=102). Havanunara opanna f03a TakponuMyc 1o mpotokod e 0.2 mg/kg/nHeBHo, ¢
TIOC/ICABALIO alaNTHPaHEe HA 103aTa JI0 JKEJIaHHTEe KOHUEHTPAlHH B KPbBTa OT 8 10 15 ng/ml 10
5-ust ie v 5-10 ng/ml cen 6 mecena. [IpexussemocTTa npu NIaHKpeaca 3a IIbpBaTa roNHa €
3Ha4MMO MO-BUCOKA Npu TakponuMmyc: 91.3% cnpamo 74.5% npu uuxnocnoput (p < 0.0005), a
MPSXUBAEMOCTTA Ha NpUcaJeHns Ob0pek e cpaBHUMa B ABeTe rpynu. O6mo 34 nauueHTn
TIPEMUHABAT OT UWKJIOCIIOPHH Ha TaKPOIUMYC, TOKATO CAMO NPH 6 NALMEHTH, JIEKYBaHH C
TaKpoJIHMyc, ¢ bria HeoOxoauMa anTepHatiBHa Tepanus (Bechstein et al., Transplantation 2004,
77:1221).

TpaHcnjaHTanus Ha Yepsa

[Ty6mmkyBaHuST KIIMHUYEH OTIUT HA €[IMH LEHTDP 3a yNoTpe6a Ha TAKPOIHMYC 3a BPBHYHO
JICUCHHE CJIE/l TPAHCIUTAHTANM Ha YepBa IT0Ka3Ba, Ye CTATUCTHYECKATA CTENEH Ha IPEXHBIEMOCT
Ha 155 mauuenTy (65 - caMo uepBa, 75 - uepeH 1po6 u ueppa u 25 - MY ITHBUCLIEpAITHH ),
TIPHEMaJId TAKPOIUMYC U MPEIHU30H, € 75% Ha mppBara roguna, 54% Ha nerara u 42% Ha 10-1a
TO/IHHA.

B panHuTe ronnHu HavanHata opaiHa f03a Takponumyc € 0.3 mg/kg QHEBHO. Pesynratute
HEMPEKbCHATO C€ NOAOOPABAT C HATPYNBAHETO HA ONMUT B TedyeHue Ha 11 roaunu. Pasnmuunu
HOBOBBBCCHHUS, KaTO TEXHUKH 33 paHHO oTkpuBaHe Ha Epstein-Barr (EBV) u CMV
(cytomegalo-virus) uHbekuunTe, KOCTHO-MO3BYHO CTUMYJIHPAHE, CIHOBPEMEHHO [IPHIIAraHe Ha
WHTEPJICBKUH-2-aHTarOHUCTa JaKIU3yMab, O-HUCKH HAYaIHH 103H TAKPOIUMYC C JKeJIaHU
KOHLEHTpaluy B KpbBTa 10 1015 ng/ml 1 Hanocnenbk 06IbUBaHe HA TPAHCILIAHTATA, CE CMSATA,
e JIONPHHACAT 32 MOAOOPEHHUTE PE3yNTaTH 3a TOBA MToKasaHue ¢ BpemeTo (Abu Elmagd et al .,
Ann Surg 2001; 234:404).

5.2 dapmakoKHHETHYHH CBOiiCTBa

Pe3opbuus
TTokasaHo e, ue IpK YOBEK TaKPOIUMYC Ce pe30pOHpa B CTOMAILHO-UpeBHUs TpakT. Clies
nepopaiHo npunoxeHue Ha [Iporpad xancynu MakcuManHu KOHUEHTPALKMH (Cpgy) HA
TaKpOJMMYC B KPBBTa C€ IOCTHTaT 3a 0kono 1-3 vaca. [Ipu HIKOM MALMEHTH U3MIIEXKA, Ye
TaKpOJIMMYC Ce pe30pOupa HENPEKLCHATO B MO-ABITBI IEPUOA, KATO NPOGUIBLT Ha pe3opbius e
OTHOCHTENTHO paBeH. CpeHara GHOHANMYHOCT Clle]l IepopasieH NPUeM € OT nopaabka Ha 20-

25%.

Cren nepopanto npunoxenne (0.30 mg/kg/nHeBHO) IpH MaLMEHTH C YEPHOAPOOHA
TPaHCIUIaHTallis, PABHOBECHH KOHUeHTpauuu [Iporpad ce mocturat 3a 3 aHM NpH MHO3HHCTBOTO
NalUeHTH.

Ipu 3npasu go6posonuu ITporpacd TBepau kancynu 0.5 mg, 1 mgu 5 mg ca GHOEKBUBANEHTHH,
KOraTo e Npuiarat B eKBHBaJeHTHA 11033, CKOPOCTTa ¥ CTENEHTa Ha pe30pOLHs Ha TAKPOIHMYC

€ 0-roJIsIMa, KOraTo ce npuema Ha riagHo. [IpuceCTBHETO Ha XpaHa HamMalsiBa U CKOPOCTTa H
CTENEeHTa Ha Pe30pOLMsl Ha TAKPOJIUMYC, KATO TO3H epeKT e Hali-CHIIHO M3pa3eH Clesl pHEeM Ha
XpaHa ¢ BUCOKO ChIbPXKaHHE HA Ma3HUHM. XpaHa C BUCOKO ChIbP)KAHUE HA BBIJIEXUAPATH

OKa3Ba I10-MaJIKO H3pa3eH eeKT.

Ipu cTabunu3snpanu NalMeHTH ¢ YePHOAPOGHA TPAHCILIAHTAIIMS OpasTHATa GHOHAIHYHOCT Ha
Hporpad HamassiBa, kOraTo ce mpunara cieji IPUeM Ha XpaHa C YMEPEHO ChIbPXKAaHHE Ha
MasHUHH (34% ot kanopuute). [Tormxennero Ha AUC (27%) 1 Ha C,a (50%) 1 YBEJIBHIETO
Ha tyax (173%) B mbIIHOLCHHA KPBB € OYEBUAHO. /// '\;\\a\ e f.H i i /,,:\
B npoy4BaHe, B KOETO yyacTBar CTabMIH3HPAHU MALMENTH ¢ GBOPedHa TPAHCILI ﬁg&ﬂ\)«{
KOMTO e npunoxeH IIporpad BegHara ciex cTaHaapTHa KOHTHHEHTATHA 3a1<ycxj DK TET B
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6HOHaNTMYHOCTTa € no-Maiko uspaseH. [TonukenusTa na AUC (2 10 12%) 11 Ha Cynpx (15 110 38%)
H YBEITMYEHUETO HA tma (38 10 80%) B mbIIHOUEHHA KPBB ca OYEBHAHH.

[IpUTOKBT Ha XUThUKA HE BIHSE BBHPXY pesop6uusra Ha [porpad.

ColuectByBa cunHa kopenauusa mexny AUC u PaBHOBECHHMTE KOHUEHTpauKy B KpbBTa. [Topagu
TOBa MOHUTOPHPAHETO Ha KOHLIEHTPALMKTE B IIbJHOLEHHATA KPbB aBa Jo0pa NpeacTaBa 3a
CHCTEMHOTO M3JlaraHe Ha TaKpOJUMYC.

Pasnpenenenue v enumuHrpane

Ilpu HoBek pasnpeneneHueTo Ha TaKPOIUMYC Clie HHTPABEHO3HA HHQY3HA MOXKE JIa Ce OMULLE
kato 1By(}ha3oBo. B cMCTEMHOTO KpBBOOGPALIEHHE TAKPOIIMMYC Ce CBBp3Ba CTA0HIIHO C
CPUTPOLUMTHTE, KOETO BOAH IO ChOTHOLICHHE B Pa3Npe/e/IeHHeTO Ha KOHLEHTPALMHTE OKOJIO
20:1 3a mbIHOLIEHHA KPBB:MIa3Ma. B mnasmara TaKpoJMMYC € CBbP3aH B roJiiMa CTereH
(>98.8%) c na3meHHTE NPOTEHHH, IIABHO ChC CEpYMHHUS &I0YMHUH H 0- 1 -KHCeT NIHKOIPOTEHH.
Taxponumyc e mupoxo pasnpeneneH B Ts0to. [1oCTOSHHMAT 06eM Ha pasnpeneneHue Ha 6asa
N1a3MEHH1 KOHUEHTpauuH € okono 1300 [. (3apaBu noGpososnny). ChOTBETHUTE JaHHM Ha 6a3a
IIBJIHOLIEHHA KPbB ca cpenno 47.6 1.

Taxponumyc e cyGeTaHums ¢ HECBK KnupbHc. [Ipu 31pasu J0OPOBOJILU CPeHUAT TOTAJICH
KIMpBHC oT Tnoto (TBC), onpenenen upes KOHIEHTpaLMUTE HA TBIHOLEHHA KpBB, € 2.25 1./h.
[Tpy BB3pacTH NalMEHTH ¢ TPAHCIUIAHTALUA HA uepeH Apob, 6B0peK U Chplle ce HabmoxaBar
croitHocTuTe oT 4.1 1./h, 6.7 1./h u 3.9 1./h ceoTBETHO. Jlenara-peLNIEHTH ¢ YepHOAPOGHA
TpaHcnnanTauus uMat TBC, npubnusuTenHo ABOCH Ha TO3M NpPU BH3PACTHH NALMEHTH C
4epHOApoGHa TpaHCcMIaHTalus. CUnTa ce, Ye GaKTOPH KATO HUCKU XEMAaTOKPUT ¥ NPOTEHHOBH
HHBA, KOUTO NPENN3BUKBAT yBEMYEHNE HA HECBbP3aHaTa (paKIHs TAKPOIMMYC, KAKTO U
YBEIMMEHHUSAT MOJ ACHCTBHETO HA KOPTHKOCTEPOMAN METaGOIM3bM, Ca OTTOBOPHH 34 M10-BHCOKHS
KIIMPBHC, HAG/II0aBaH Cliel TPaHCILIAHTALUATA.

BpemeTo Ha nONyXUBOT Ha TAKPOJIUMYC € B0 M IPOMEHITHBO. IIpu 31paBu [oGpoBONILH
CPEAHOTO BPEME Ha MOJIYX)HMBOT OT IIbJIHOLEHHA KPBB € 0KoJ0 43 yaca. [Ipu Be3pacTHH U neua ¢
YepHOAPOOHa TpaHCIIIaHTalHs TOM € cpeHo 11.7 uaca u 12.4 yaca ChOTBETHO, CPaBHEH ¢ 15.6
Haca npH Bb3paCTHH PEUUIIMEHTH Ha 6BOpeyeH TPAHCINIAHTAHT. Y BETMUEHUTE CTOHHOCTH Ha
KJINpBHCA JIONIPUHACAT 32 10-KPAaTKOTO BPEME Ha MOIYKHBOT, HAGJIFOIABAHO TIPH MALUEHTUTE C
TPaHCHTaHTAlHA.

Meta6oau3eM u Grorpanchopmanus

Taxpomumyc ce MeTaGoH3Mpa OCHOBHO B YepHHs APoG, OpeIMMHO 4pe3 HUToxpoM P450-3A4.
Toit ce MeTaGonu3Kpa 3HAYMTENHO U B UPEBHATA CTEHA. Hnentudunupany ca HAKONKO
MeTabonuta. CaMo eluH OT TaX obaue in vitro uma UMYHOCYIIPECUBHA aKTHBHOCT, MOL0OHA Ha
TakponuMyc. JIpyrure metabonuTi umar MHoro cnaba miM BLO6IIE HIMAT HMYHOCYIIpECHBHA
aKTHBHOCT. B cHCTEMHOTO KpBBOOGpaLeHHE NPUCHCTBA CAMO €IMH OT HEAKTHBHUTE MEeTaGONUTH
B HHCKa KOHIIEHTpalis. 3aT0Ba METaGONMTUTE He XONPUHACAT 32 (hapMaKOJIOTHYHATA AKTHBHOCT
Ha TaKpOIMMYC.

Exckpenus
Ciien MHTPaBEHO3HO H MEPOPATHO NPUJIOKEHUE Ha TAKPONUMYC, OeNlsA3aH ¢ C”, IIOBEYETO

PallHOaKTHBHOCT C€ €JIMMUHUPA C M3NPAXKHEHUATA, a OKONIO 2% - ¢ ypuHara. [To-Mainko ot 1%
HETIPOMEHEH TaKpOJIMMYC CE OTKPHBA B U3NPAXHEHUATA U YPHHATA, KOETO MOKA3Ba, ue
TaKpOJIUMYC C€ MeTaboNM3Kpa MOYTH HAITBJIHO TIPEAH ETMMHHUPAHETO, KATO mnp};ﬁ%’f@ EU\
TJIaBHUSIT ITBT HA €TUMUHHUDAHE. 7 N
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bpOpeuuTe 1 IaHKPeachT ca OPraHHUTE, TbPBHYHO 3aCETHATH NPY H3CISABAHMATA 3a TOKCHYHOCT,
H3BBPIIEHH C ILTbX0BE U 6abyuHu. [Ipu mIbXoBe TaKpONUMYC OKa3Ba TOKCUYHHU ePEKTH BBPXY
HEpBHATa cuCTeMa U ouuTe. OOpaTUMK KapAMOTOKCHYHH e(eKTH ce HaGIoAaBarT pU 3aifliy ciex
HHTPaBEHO3HO MPHIIOKEHUE HA TAKPOIHMYC.

Ipu nurxoBe 1 3alium e Hab/ro1aBaHa eMOpHOGETANIHA TOKCUMYHOCT U € GHJIa OrpaHHYeHa 10
AO3H, KOUTO NPEAU3BUKBAT 3HAYUTEHA TOKCHYHOCT MPH KMBOTHHTe-Maiky. [Ipn msxose
KEHCKaTa PenpoAyKTHBHA (yHKIHMs, BKIIOYATENHO PXIaHe, CE YBPEX/Ia PH TOKCUYHH O3 U
B KOTHJIOTO Ce Hab/oaBa O-HUCKO TErJIO PH paXJaHe, HAMAICHH XHU3HECIIOCOOHOCT U
pacrex.

[Ipu nirbxoBe e HaGmoxaBan oTpULATENEH KT Ha TAKPOTUMYC BbPXY MBXKKHS (ePTHIHTET
noz ¢opMa Ha HamaseH Opoil CIIEPMATO30MIM U HaMaJIeHa TIOABHXKHOCT.

6. GAPMAIREBTUYHHU TAHHU
6.1 CHouchbK H2 IOMOIIHHTE BellecTBA

ITporpad 0.5 mg TBBpAM KanCyau
KancymHo cbappikumo:
Xunpomenosa

Kpockapmenosa varpuit

JlaxTo3a MOHOXHApAT

Marue3ues cTeapar.

Kancymna o6BuBKa:

TurtanoB auokenn (E171)
XKent xenesen okcug (E172)
Kenatun

[leqaTapcko MacTHO BbpXY KarncylHaTa OGBMBKA: IIEIAK, JTEHUTHH (COs),
XHIPOKCUIIPONUIILEINY 032, CHMETUKOH, YepBEH xene3eH okcua (E172).

Ilporpad 1 mg TBEpAM Kancymu
KancynHo cbappkumo:
Xunpomenosa

Kpockapmenosa natpmii
JlaxTO3a MOHOXHAPAT
MarHe3ueB cTeapar

KancymHa o6BuBka:

Tutanos auokcua (E171)

Kenarun

Ileuatapcko MacTuI0 BBpPXy KancynHaTa o6BHBKA: [IEIUIAK, TEMUTHH (cos),
XMIPOKCUTIPONIUJINENY 033, CHMETHKOH, YepBeH sxelnesed okcun (E172).

[porpad 5 mg TBBpAM Kancynu
KancynHo csabpxumo:
Xunpomenosa

Kpockapmenosa Hatpwuii
JlakTo3a MOHOXHAPAT




Marnesues creapar.

Kancynna o6BuBKa:

Tutanos anokcun (E171)
Yepaen sxenesen okcun (E172)
Kenaruu

[TeyaTapcko MacTuIIO BBpXY KaICy/HAaTa OGBUBKA: LIENIAK, JIELUTHH (cos),
XUAPOKCUIIPONHUIILEIY 1033, CHMETHKOH, THTaHOB quokcup (E171).

6.2 HecbBMmecTHCTH

Taxponumyc e necbamectuM ¢ PVC (nonusuannxiopun). Tpe6uuknre, CIIPUHLIOBKUTE H
ApYroTo 060pyABaHE, U3MOJI3BAHO 32 PUTOTBSAHE Ha CyCTIEH3HS OT ChABPKAHHETO HA Ilporpad,
He TpsabBa aa ceabppxkar PVC.

6.3 Cpok Ha rogsocr

3 roaudu
Cren oTBapsiHe Ha anyMuHMeBaTa 0OBHBKA: | rOqHHA

6.4 Crnenuainu yc/0BHS 32 ChbXpaHeHHe

To3u niekapcTBeH NPOYKT HE H3UCKBA CIIELHAIHH TEMIIEPATYPHH YCIIOBHS 32 ChXpaHEHHUE.
Ha ce cbxpaHsiBa B OpHTHHAIHATA OMAKOBKA 34 J[a Ce IIpearasy OT Biara.

TebpauTe Kancym TpsOBa fa ce NOTIBINAT BeJHArA ClIEA H3BAKIAHETO OT 6nucrepa.

6.5 lauH# 332 onaKoBKATa

PVC/PVDC anymuunes GnucTep, ONakoBaH B alyMHHHEBA OGBUBKA ChC CYILIUTEN.
Enun 6mactep chaspxa 10 kancym.

Mporpag 0.5 mg TBBpAK KanCyan
l'onemuna Ha onakoBkata: onakoska ¢ 30 TBBP/IM KamncyIu.

IIporpad 1 mg TBBpaY Kancyam
l'onemuHa Ha onakopkuTe: omakoska ¢ 30 u ¢ 60 TBbpAHK KarcyJi.

IMporpad 5 mg TBBpAM Kancyu
T'onemuHa Ha onakoBkuTe: onakoska ¢ 30 u ¢ 60 TBbpAM KarcyJ.

He Beuuku Bi0Be onakoBkH Morat a GbJaT MycHaTH B NPORaX6a.
6.6 Cneunannu NpeaNasHu MePKH NPH H3XBBPIIsHE

Hsama CreuanHy U3NCKBaHUA.
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7. IIPUTEXKATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.




Elisabethhof 19
2353 EW Leiderdorp
Xojgauaus

8. HOMEP(A) HA PABPEHIEHUETO 3A YHOTPEBA

Hporpad 0.5 mg TBepau Kancynu
11-14670

Hporpad 1 mg tBbpan kancymm
11-14671

IIporpad 5 mg tBBpaM Kancymm

11-14672

9. JIATA HA ITBPBO PA3SPEHIABAHE/TIOTHOBSABAHE HA PA3ZPENIEHUETO
3A YIIOTPEBA

31.10.2006

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

M. HOEMBPH 2009




