KPATKA XAPAKTEPUCTHKA HA IMPOAYKTA

D100 Y
1. UME HA JIEKAPCTBEHUSA MPOAYKT

6rze, 07140

AJIBAHOLIUT 450 mg ¢punmupanu tabnerku
ALVANOCYT 450 mg film-coated tablets
2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bceska Tabnerka chabpika 496,3 mg BanraHuMkiI0BHp (KaTto Xxuapoxsiopua) (valganciclovir (as
hydrochloride)), ekBuBanenten Ha 450 mg BanraHumMkioBup (kato cBoGoaHa 6a3a).

3a MbJIHKA CITUCHK Ha MOMOILHUTE BEILIECTBA BHXKTE TOYKA 6.1.

3 JIJEKAPCTBEHA ®OPMA
Ounmupana Tabnerka.

Po30BH, OBa/IHK, ABOHHO W3ITbKHAIK PHIMHpaHH TabseTku ¢ npubGausuTenen pasmep 16,7 x 7.8 mm
H C rpaBMpaH HaaNuc ,,JJ” ot enHara crpana u ..156" ot apyrara.

4. KJUHHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

AJIBAHOLIHT e nokasax 3a BbBeX/aL10 M MOAIbPXKALLO JIEYEHHE Ha uuromerasosupyces (CMV)

PETHHHUT NMPH BB3PACTHH NALHEHTH CbC CHHJIPOM Ha npuaoOuTaTa MMyHHa HeaoctaTbyHoCT (CITUH).

AJIBAHOLIMUT e nokasan 3a npodunakrika na CMV 3aGonssare npu CMV-orpuuarensu
BB3PACTHH M Jlea (Ha Bb3pacT OT paXkJ1aHeTo 10 18 roauHM), KOMTO ca MoJy4r/IM TPaHCIUIAaHTaT Ha
conuieH oprad ot CMV-nonoxureneHn 1oHop.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

BHHMaHHe — CTPHKTHOTO cnia3BaHe HA NPENOPBKHTE 332 J03HPAHE € MHOI'O BAXKHO, 34 14 ce
H30erue npeaosupane (BxK. Touxku 4.4 n 4.9).

Banranuuknosup 65p30 M B rosisiMa creneH ce MeTaboIM3Mpa 10 FaHLMKJIOBHP CJIeJ1 epopasieH
npueM. IlepopasiHoTo npuaokeHHe Ha BaaraHuMkIoBHp 900 mg ABa MbTH AHEBHO € TEPANEeBTHYHO

€KBHBAJICHTHO Ha HHTPABEHO3HO IMPHJIOKEH FAHLUMKIOBUP 5 mg/kg 1Ba MbTH AHEBHO.

Jleuenue Ha uuTomerasoBupycen (CMV) pernunt

Bv3pacmuu nayuenmu AW N

Bveeacoawyo nevenue npu CMV pemunum & -
[1pn naumentu ¢ akruen CMV peTuHuT npenopbusaHata 103a € 900 mg Banrauuﬁxﬁoaup (nﬂe
Tabnetkn AJIBAHOLIUT 450 mg) nBa mbTH AHEBHO B Npoab/ikeHue Ha 21 Hu, l-fam KOraro ¢

BB3MOKHO, TpAGBA J1a ce npHeMa ¢ XpaHa. [1poIBbIKHTETHOTO BHBEKALIO JICUEHH®, Mo*e aa y,aenuqu

PHCKa OT KOCTHOMO3b4YHa TOKCHYHOCT (BXK. TOYKa 4.4).
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Hooovpxcayo nevenue na CMV pemunum

Cnen BbBEXaLIO JIeYEHHE WIH NPH NALMEHTH ¢ HeakTHBeH CMV peTuHMT NpenopbLYBaHaTa 103a €
900 mg sanranumknosup (aee Tabnetku AJIBAHOLIUT 450 mg) BeAHbX AHEBHO, KATO, KOTATO €
BB3MOXKHO, TpAOBa Aa ce npHema ¢ XpaHa. [TauMeHTH, MPH KOUTO PETHHUTLT Ce RAOUIM, MOXE A
NOBTOPAT BbBEXAALUOTO NedeHHe. Tpadra obaue fa ce HMa NpeaBHA BL3IMOXCHOCTTA 3@ HANTHUHE Ha
PE€3UCTEHTHOCT HAa BUPYCa KbM JIEKAPCTBOTO.

[TpoALmKHTENHOCTTA Ha NOAABPXKALLLOTO JleueHHe TPAGBa Aa ce onpeacns HHIHBUAYATHO.
Ileouampuuna nonyrayus

besonacHocTTa M edukacHOCTTa HA BANTAHLMKIOBHP MPH leueHHeTo Ha CMV PETHHHT He ca
YCTAHOBEHM B AACKBATHH H 100pe KOHTPONHPAHH KITHHHYHH W3NMTBAHUA NPH NEAHATPHUHH
NALHEHTH.

Ipo¢punaxraxa Ha CMV 3a60./158ae NpR TPAHCIVIARTALIHA HA COJIHAEH Opramn:

Bw3pacmnu nayuenmu

Ilpn naunenTH ¢ 6pOpeuna TpaHcIaHTaLMA MpenopbyBaHaTa 103a e 900 mg (aBe Tabnerky
AJIBAHOUMT 450 mg) BeaHnx AHEBHO, KAaTO 3ano4He Aa ce npwiara Ao 10 axu cnen
TPAHCTLNAHTALMATA ¥ NPOAB/KK 10 100 nHu cnen Hes. [TpodunakTrkaTa MoXe A2 MPOABIKK A0
200 nHwm cnen TpaHcIUIaHTAUMATA (BXK. ToukH 4.4, 4.8 1 5.1).

[pyn nauseHTH, KOMTO Ca NOMYYHAH TPAHCILIAHTAT Ha CEPHO3EH OpraH, pa3nnueH oT 6b6pexk,
npenopbusanara no3a ¢ 900 mg (ase Tabnerkn AJIBAHOLIUT 450 mg) BeaHBX AHEBHO, KATO
3ano4He aa ce npunara a0 10 aHK ciea TpaHCIUIAHTALUMATA U NPOaWHKH A0 100 gHM cren Hes.

Korato e 853M0XxHO, TabnerkuTe Tpa6Ba 1a ce npUeMar ¢ xpaHa.
[leouampuuna nonyrayus

[lpy neAHATPHYHK NALHEHTH C TPAHCILIAHTALIMS HA COJMAEH OPraH, Ha Bb3PacT Clie] paXkAaHeTo,
H3NIOXKEHHU Ha pHCK OT passHTHe Ha CMV 3abonssane, npenophyBaHaTa n03a BArAHUKKIOBHP
BEAHDBK AHCBHO C€ OCHOBABA Ha IUIOILTA HA TeJECHATa NOBBbPXHOCT (BSA) M KpeaTHHHHOB KNHMpPBHC
(CrCl), nonyuen no gopmynara Ha Schwartz (CrCLS), # ce H3uMcnaBa ¢ TOMOLITA HA YPABHEHHETO
no-gouy:

INeanarpuuna no3a (mg) = 7 x BSA x CrCLS (. no-nony gopmynata Ha Mosteller 3a BSA u
Gopmynara Ha Schwartz 3a kpeaTHHHHOBMS KIHPBHC).

AKO M3YHCNIEHHAT N0 Schwartz kpeaTHHHHOB KIMpPBHC HaasHara 150 mL/min/1,73m?, B
ypaBHeHHeTO TPAOBa Aa ce U3noa3Ba MaKCHManHa croifHocr 150 mL/min/1,73m?2:

prer(cm)x  Terno{kg)
Mosteller BSA (m?) = 3600

Schwartz kpeaTHHHHOB KNIHpBHC (Ml/min/1,73 m?) = k X prcT (cm)
CEepyMeH KpeaTHHHH (mg/d])

kbaeto k = 0,45* npy nauxedTH noa 2 roaunu; 0,55 3a MoMuera oT 2 10 <13 roauu
2 no 16 ropunu; u 0,7 3a MmomyeTa ot 13 a0 16 rogunn. Bukre N03MpaHeTo 32 Bh3
nauueHTy Hag 16 roauHm.

JlaneHnTe cTOAHOCTH Ha k ce ocHOBaBaT Ha MeToaa Ha Jaffe 3a H3mepsaHe Ha cepyMA
MOXE & C€ HAMOMH KOPEKIIHA, KOTATO Ce H3MOM3BAT EH3WMHH METOIN. 3\




*3a croTBeTHHTE CyOrnomynauuu MoXe Ja € HEOOXOAMMO ChILO H MOHWXKABAHE HAa CTOMHOCTTA Ha k
(Hamp. nNpy NEJHaTPUYHY NALHEHTH C HUCKO TETNIO NPK PAXKAAHETO).

[1pn neanaTpruHu nauMeHTH ¢ 60peuHa TPaHCINAHTALMA NPENOPHYBAHATA 033 BEAHBK AHEBHO B
mg (7 x BSA x CrCLS) Tpa6sa na 3anoune na ce npunara ao 10 AHu cnen TpaHCINAHTAUMATA H
npoawDkH A0 200 aHH caen Hes.

[py neaMaTpHy4HK NALMEHTH C TPAHCIUIAHTALIMA HA COTMAEH OPraH, panHdeH oT 61u6pek,
npenopbyBaHaTa 103a BeaAHbX aHeBHO mg (7 x BSA x CrCLS) Tpabea na 3anouse aa ce npunara no
10 nuM cnen TpaHcIUTaHTALUMATA W NTpoALkM A0 100 AHU cnex Hea.

3a na ce nonyyu neHCTBHTENHATA 1038 38 NPHI0KEHHE, BCHYKH H3UMCIIEHH 1034 TpabBa aa ce
3aKPBINIAT KbM HaH-0/TH3KOTO NoBHIIeHKE ¢ 25 mg. AKO H3uMClIeHaTa 103a HaaBHinasa 900 mg,
TpAOBa [1a Ce NPWIOKH MakCHManHaTa 103a ot 900 mg. [TepopanHuaT pa3TBop € NpeAno4YHTaHaTa
nekapcraeHa ¢popMa, Thil KATO NO3BOAKBA A CE MPHIIOKH 1034, H3UKCIIEHA CIIOPEA ropHaTa dopMya.
Moxe obaue 1a ce H3NON3BAT BAINAHLMKIIOBHP QHUIMHPAHH TaONETKH, KO H3YHUC/IEHHWTE 1034 Ca B
pamkure Ha 10% oT HannyHHTE TabNETHH N03H K NALMEHTHT MOXeE Aa NPErTbLLA TAbNeTKH.
Hanpumep, ako u3uncneHaTa ao3a e mexay 405 mg u 495 mg, Moxe aa ce npHeMe eqHa TableTka oT
450 mg.

[IpenopbuBa ce peaOBHO Aa ce NPOCNEAABAT HUBATA HA CEPYMHMA KPEATHHHH U Aa C€ HMAT NpeABHN
NPOMEHHTE B PBCTA H TEJIECHOTO TErNIO, KATO 03aTa C€ aAanTHpa CbOTBETHO MO BPEMe Ha NEpHOJA Ha
npoHIAKTHKA.

CrieunanHy MHCTPYKLIMH 33 103HpaHe

Ieduampuuna nonyarayus
Ilpn neauaTpUyHy NAUMENTH C TPAHCIVIAHTALHA Ha connieH oprad (TCO), nosHpanero TpabBa na ce
HHAHBHAYAIIM3UPA B3 OCHOBa Ha OBLOpeyHaTa PYHKUHA K TENEeCHATa MOBbPXHOCT HA NAaLHEHTa.

Ilayuenmu 6 cmapuecka evapacm

be3onacHoCTTa M eHKACHOCTTa HE Ca YCTAHOBEHH MPH Ta3H NMonynauus naudedTu. He ca
NPOBEXIAHE NMPOY4BAHUS NPH BL3PACTHH Hal 65-roauiuna Bu3pacT. Toil KaTo GBLOPEUHHAT KIMPBHC
Hamansea ¢ Bb3pacTra, BAIraHUMKIIOBHP TpAOBa a c€ NpWiara npM NALMEHTH B CTAPYECKA BH3PacCT,
KATO CNELIHANHO ce OTYHTA 6BOpeuHusaT UM cTaTyc (BrkTe Tabnuuara no-aony) (Bx. Touka 5.2).

Hayuenmu c 6v6peuno yspexcoane

Tpabea na ce npocneaaBaT BHUMATEIHO HHBATA HA CEPYMHHSA KPEATHHHH MITH W3YHCAEHUA
KpeaTHHHHOBHA KIHpbHC. HeobxoauMo e kopurupaHe Ha 103aTa Cnopel KPEATHHHHOBHMA KIMPHHC,
KAKTO € NnokKa3saHo B Tabauiuiata no-goay (BxK. Toukd 4.4 u 5.2).

KpeaTHHHHOBHAT KNMpBHC (ml/min) MoXke Aa ce U3YHCIH OT CEPYMHHS KPEaTHMHHH MO CleAHaTa
dopmyna:

[1pu Mbxe = (140 — pr3pact [roaunn]) x (Tenecuo rerno [kg))
(72) h (0,011 x cepymeH kpearvHun [micromol/1])

Ilpu xenu = 0,85 x cTofiHOCTTa NPH MBbXKETE

CrCl (mUmin) Breescoama ooza Hodovprcawia da:m/do:ra npu
SAZAHYUKTOBHUD
>60 900 mg (2 TabnerxH) nBa MHLTH
AHEBHO
40-59 450 mg (1 Tabnerxa) ABa MbTH
JQHEBHO ol .
25-39 450 mg (1 TabneTka) BeIHLK 450 mg (\\fﬁnma) hpe3 2 mn;r

\\ 2y it
N :" SR W W

- - . T
- w—t




AHEBHO
10-24 450 mg (1 Tabnerxa) npe3 2 nvH | 450 mg (1 Tabnerka) ABa MLTH
CEAMHYHO
<10 He ce npenopbusa He ce nmpenopbusa

[Iayuenmu, noonroxcenu Ha xeMoouaiusa

He Moxe na ce nanar npenophky 3a A03UpaHe NPH NaLHEHTH HA XEMOIHAIH3a (KPeaTHHHHOB
KAHpBHC (CrCl) <10 ml/min). ETo 3au10 BanraHUMKIOBHp He TpAGBa Aa ce U3MOA3Ba NPH Te3H
NALMEHTH (BxXK. ToukHn 4.4 1 5.2).

Ilayuenmu c yeprnoopobro yapesicoane

be3zonacHOCTTa ¥ eHUKACHOCTTA HA BANraHUMKIOBHD TabNeTKH He ca yc*rauonenn NPH MTALHEHTH C
4YepHOAPOOHO yBpeKaaHe (BX. Touka 5.2).

llayuenmu c mexcxa negxonenus, Heymponenus, anemus, mpomMboyumoneHus u NaHYUMoneHun;
Bvoxre Touka 4.4. npeau 3anodBaHe Ha NEYEHHETO.

AKO HMa 3HAYUTENHO BNOLIABaHE HA KPbBHATa KapTHHA MO BPEME HA JICYCHHUE C BAJIFAHLIMKIOBHP,

TpAbBa na ce OOMUCIH NIeUEHHE C XEMATOMIOETHYHH PACTEXKHH $AKTOPH H/WIHM NPEKbCBAHE HA NPHEMa
(Bk. TO4Ka 4.4).

HaunH Ha npunokeHue

AJIBAHOLIHT ce npunara nepopanHo, U KOraTo e Bb3MOXHO, TpA0Ba Aa ce ApHeMa ¢ XpaHa (Bx.
TOYUKa 5.2).

IIpn neaHaTpHUHHU NaLHEHTH, KOWTO He MoraT Aa npernewar AJIBAHOLIUT rabnerTku, Moxe na ce
NPHIO0KH BAIraHLUHKAOBUP NEpopaneH pa3Tsop.

Ipeonaznu mepxu, koumo mpabea da ce 83emMam npeou paboma ¢ Aexapcmeenus npedyxm uiu npu
NPUROINCEHUE HA TEKAPCMBEHUR RPOOYKM

Tabnerkure He TpaOBa na ce yynaT uay aa ce Maykat. Toii KATO BANCAHUMKNOBHP CE CUMTA 33
NOTEHUHATIEH TEPATONCH H KAPLIHHOTEH NPH 40BeKa, Tpabea Aa ce BHUMAaBa NpH paboTa ¢bC CUyNeHH
TabneTky (Bx. Touka 4.4). Tpabsa aa ce H30ATBa AMPEKTEH KOHTAKT Ha KOXKATA HITH JTMFABULIMTE ChC
CUYMEHH MK HATPOLUEHH TabseTku. B ciy4ail Ha TaksB KOHTAKT, MACTOTO TPAOBA Na Ce HU3MHUE
0OUNHO CHC CalyH H BO/1a, a OUHTE Ja Ce M3ILUIAKHAT ChC CTEPHIHA BOAa HAH ¢ OOHKHOBEHA BOAa, aKo
HAMA CTEPHITHA.

4.3 IIpoTRBONOKA3AHHSA

AJIBAHOLIHUT e npotmeonokasaH MpH aLHEHTH CbC CBPbXYYBCTBUTENHOCT KbM BANTEHLMKIOBHP,
raHUKKJIOBHP HIH KbM HRKOE OT MOMOLIHHTE BellleCTBa, H3OPOEHH B Touka 6.1.

AJIBAHOUHT e npotBonokasaH no BpeMe Ha KbpMeHe (BXK. Touka 4.6).

4.4 Cnenuaasu npelynpexieHns B NpeanasHH MepPKH npH ynorpeba

KpbcTocaHa cBpbXYYBCTBHTENHOCT
[Topann cXOACTBO B XHMHYECKATa CTPYKTYpPa Ha raHUMKIIOBHP C TA3H HAa ALUKKJIOBHP H NEHUHKIOBHP €

Bb3MOXKHA KPBCTOCAHA PeaKliMd HA CBPBX4YYBCTBHTEHOCT MEXIY Te3H NeKapCcTRa. 3aToBa Tpabpa na
ce BHHMaBa, KOrato Ce fnpeantcBa BaIraHUHKIOBHP Ha MALHEHTH C H3BECTHA CBPBXYYBCTB
KbM alMKJIOBHP HJIH NEHUHKIOBUP (WIH KbM TEXHU NPEKYPCOPH, CHOTBETHO BAJLIMKIO
(paMUHKNOBHD).

M! TArcHHOCT, TCPATOTCHHOCT, KAPLUHHOMEHHOCT, QQE!I_U_!HTBT H KOHTPALCITIIHA

[Ipenw sano4paHe Ha fieueHHe ¢ BANTaHUMKIIOBHP NALMEHTHTE Tp6Ba Ja 6baaT yBa) @QHH -33' IR

MYTaArc¢HEH, TCPATOrCHECH, KHPHHHOFEHEH e(l)elfr KaKTO M 4ye TOH NMNOTHCKA CI)GPTHJ'I 33}053 :
Q\ Ly N \o -
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BaNraHUMKIOBHP TPpsOea na ce CYHTA 38 NOTEHUHANEH TEPATONeH H KapLUWHOTEH [PH XOpa ¢
IOTEHLIHAN Aa NPEeAH3BHKBA BPOAECHH MandOpMaLMH H KapUHHOMH (BXK. Touka 5.3). Bb3 ocHOBa Ha
KIHHHYHH 1 HCKJIHHHYHH NPOYYBAHHA C€ CYMTA CBLUO, HE € BEPOATHO BAITAHLIMKJIOBHD A4
NpeAU3BHKBa BPEMEHHO WK TPaHHO HHXHOHpPaHE Ha cniepMaToreresara. JKeHHTe ¢ aeTepoaeH
noreHuxan TpaOBa fa 6baat npexynpencHH na H3NoA3BaT €PEKTHBHA KOHTPALIENILIMA M0 BPEME Ha H B
NPOABDKEHHE HaH-Manko Ha 30 aHM cnea cnHpaHe Ha NeyeHneTo. Mbkere Tpabea aa 6baaT
[pexynpeneHH aa npunarat OapHepeH METO Ha KOHTPALIEILIMS MO BPEME Ha JICYEHHETO H B
MpoAL/DKEHHE HA MUHUMYM 90 AHHU clea TOBA, OCBEH 8KO HE Ca CHIYPHH, Y€ HAMA PUCK NapTHLOPKATA
UM 1a 3abpemenee (Bx. ToukH 4.6, 4.8 u 5.3).

BanraHuMknoBUp WMa NOTEHLMA Aa MPeM3BUKBA KAPUKXHONEHHOCT H PENPOLYKTHBHE TOKCHYHOCT
KaTO KbCHH €()eKTH.

Muenocynpecus
[Tpn naupeHTH JIEKYBaHH ¢ BAIraHLUKJIOBHUP (M raHLUMKIOBHP) ce Habnoaasar CIy4YaHd Ha TEXKKa

JICBKOTICHHR, HEYTPOIIEHHS, aHEMHA, TPOMOOLIHTONEHHA, MAHLIMTONEHHA, KOCTHOMO3ZbYHA
HEAOCTaTBYHOCT H anacTHyHa aHeMus. Jleuenneto He Tpa6Ba na ce 3anousa, ako abcomoTHUAT 6poi
Ha HeyTpodwinTe e noa 500 knerkn/pl, 6posTt Ha TpoMGounTHTe € noa 25000/ul WK HUBOTO Ha
xemorsi06HHa e noa 8 g/dl (Bx. Toukn 4.2 u 4.8).

Koraro npogunaxkrukara ce yanmxasa Han 100 oHu, TpaGBa Aa ce B3eMe NMPeaBU]L BB3MOKHHAT PUCK
OT Pa3BHTHE Ha NIEBKOTIEHUA W HEYTpOneHHA (BX. TOUkH 4.2, 4.8 u 5.1).

AJIBAHOUHT Ttpabea na ce u3non3sa BHHMATENIHO NMPH NALKEHTH ¢ MPEALIECTBALIA XEMATONOTHYHA
LIMTONECHHS WIH AHAMHE3A 33 JICKAPCTBEHO-CBLP3aHa XeMAaTO/JOTHYHA HUTONCHHA U NIPH TMaLHEHTH,
MOAIOKEHH HA JTbYETEPanHA.

Ilpenopbusa ce No BpeMe Ha EUECHHETO Aa CE NPOCNEAABAT THHATA KPbBHA KAPTHHA H GPoAT Ha
TpoMOOUHTHTE. Moxe na ce HANOXH 3aCHNEHO MOHMTOPHUPAHE HA XEMATONOTHYHHTE NOKA3ATENH NPH
NalHeHTH ¢ OBOPEYHO yBpeKaaHe U B NEAUATPUATA, HAK-MAJIKO BCEKH ITLT, KOTAaTO NaLUHEHT MOCeTH
KNHHHKaTa No TpaHciaHTaums. [lpy naitneHTH, pa3sHBallM TEXKA JIEBKONEHHS, HEYTPONECHHM,
aHEeMHUS W/IWTH TPOMOOUMTONEHHMS, CE NPENOPBLUBA Na ce OOMUCIIH IeYeHHe ¢ XeMaTOMOeTHYHH
PacTeXHH (PAKTOPH H/WIH NMPEKbCBAHE HA MPHICKEHHETO (BXK. TouKa 4.2).

Painnka B OMOHANHYHOCTTA NPH NEPOpaAsieH FAHUMKIOBHD

BHOHANMHUHOCTTA Ha FAHUMKIOBHP Cllell eJHOKPaTHA 103a oT 900 mg ranraHUHKIOBHP € okono 60% 8
cpaBHeHue ¢ okoo 6% criea nepopanHo npuiokeHHe Ha 1000 mg ranunxnoBup (BbB BUA Ha
kancynu). [IpekoMepHaTa eKCNO3HLIA Ha FaHLMKIOBHP MoXe na O6be cBbp3aHa ¢
KMBOTO3AaCTPALUABALUHM HEXKEJTAHH peakiMH. 3aTOBa Ce NPenophuBa CTPHKTHO CNa3BaHe Ha
MpenopbLYBAHHTE A03H NMPH 3aMIOYBAHE HA JIEYEHHE, KOTATO Ce MPEMHHAaBa OT BLBEXKAALLA KbM
NOAABLPAALLA TEPANHA H NPH NALUMEHTH, NPEMHHABALUM OT NEPOPAIEH NAHUMKIOBHD KbM
BanraHUMKIOBHP, Thi KaTo AJIBAHOLIUT He Moxe na 3aMecTH raHUMKIOBHP KANCYJIH €QHO KbM
eaHo. [TauneHTHTe, NPEMUHABALIH OT FaHLUMKJIOBHP Kancynu, Tpabea aa 6baaT npeaynpeaeHu 3a
PHCKa OT NMPEAO3UPAHE, aKO MPHEMAT ToBeUe OT nipeannucaHua 6poit AJIBAHOLIUT tabnerku (Bx.
TOukHU 4.2 1 4.9).

br6peuno yepexaane
[Ipy nawnenTH ¢ yBpeneHa 6u0peuta PyHKLHA ce Haara KOpMrupaHe Ha 103aTa Bb3 OCHOBA Ha

KPECaTHHHHOBMSA KIHPHHC (BXK. TOYKH 4.2 1 5.2).

AJIBAHOLIUT He Tpabsa na ce H3non3sa NpH NalMEHTH HA XeMOAHaNW3a (BXK. TOUKH 4 m,\
RS fa‘?fd NN
Ynorpeba ¢ Apyry NeKapcTBeHH NPOIYKTH ﬁqfﬂ\ 2 \
Cpobuasa ce 3a rbpuoBe NPH NALMEHTH, IPHEMAIIH HMHUITEHEM-LIWIACTATHH H MaH g(piff) X LA ', S ol
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BanraHusxioBup He TpabBa na ce H3NON3Ba €JHOBPEMEHHO ¢ HMHIIEHEM-LHIACTA
NMOTEHLUHATHUTE IOJI3H HE HAAXBBLPIIAT €BEHTYAIIHHTE PUCKOBE (BXK. TOUKa 4.5). '-‘* RN




[MaumeHTH, NEKyBaHH C BANTAHLIMKIIOBHD M (@) OHAAHO3MH, (6) TekapcTBa, 3a KOMTO ce 3HAE, Ye
NPHTEKABAT MHENOCYTIPECHBHO ACHCTBHE (HaNp. 3UI0BYAHH), HIH (B) BElECTBA, MIORITHABALIIH
O16peunara dynkuus, Tpa6Ba CTPUKTHO Na ce NMPOCIEABAT 34 MPU3HALIA Ha ATHTHBHA TOKCHUHOCT
(Bx. TOUKa 4.5).

KOHTpONHpaHHTE KIMHHYHK WINHTBAHUA C NIPHIOXEHHE HA BANTAHLUMKIOBHP KaTO NPOdHIAKTHUYHO
neuerne Ha CMYV zabonssaHe npH TpaHCIAHTALMA, KAKTO NOAPOGHO € onmMcaHo B To4ka 5.1, He ca
BKJIHOYBANY TTALIHEHTH ¢ TPAHCIUIAHTaLMA Ha 6an apod u uepea. 3aTOBa ONHTLT ¢ MALMEHTH C TAKBE
BH]l TPAHCIUIAHTALHS € OrPaHUYECH.

4.5 BaaumosaeiicTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H ApYrH GOPMHE HA B3IaHMOJelcTBHE

JIekapCTBEHH B3AHMO/IEACTBUS C BANTAHUMKIOBHD
He ca npoBexaHH in vivo H3NHTBAaHHA 3a JIEKAPCTBEHN B3aHMOACHCTRHA C BANraHUMKAOBHP. Thit

KaTO BAIF&HLMKIOBUP ce MeTabonn3impa 61p30 M B roiaMa CTeneH A0 raHUMKIOBHP, TPH
BA/ITAHLIMKJIOBHP C€ OYAKBAT JIEKADCTBEHH B3aUMOAEHCTBHS, CBbP3aHH C FAHLIHKIOBMP.

JIeKapCTBEHH B3aHMOAEHCTBUSA C FAHUMKIIOBHD
QapMakOKHHETHYHH B3aHMOeCTBHS

{Ipobeneyuo

[Mpunoxenune Ha mpobeHeuna ¢ nepopaieH rAHUMKIOBHP € NMPEH3BUKATIO CTATHCTHYECKH 3HAYHMO
HaMaJieHHe Ha 61b0peyHHs KIMpBHC Ha rAHUMKNOBHP (20%), BOAEL{O A0 CTATHCTHYECKH 3HAYHMO
yBeJH4YeHHE Ha ekcno3nuHaTa (40%). Te3n npomMeHHn CHOTBETCTBAT HA MEXAHU3MA Ha
B3aHMOAEHCTBHE, KOWTO BKIIIOUBA KOHKYpHpaHe 3a TyOynHaTa exckpeuns B 6L6peuure. [Topanu Toa
MaLHEeHTH, KOUTO B3eMaT npodbeneunn v AJIBAHOLIMUT, tpabsa suuMartenno aa 6baat
MpOC/eASBAHH 38 TOKCHYHOCT HA FAHLIMKJIOBHP.

Huoanozun

YcTaHoBeHO e, ue ruta3sMeHKTe KOHLICHTPALMH Ha JMIAHO3MH Ca NOCTOSHHO MOBHUICHH, KOraTo ¢e
npunara ¢ raHUMKIOBHP 1.v. [1pn uHTpaBeHo3HNM D03 5 M 10 mg/kg/neH e HabmoaaBaHO NOBHILEHHE
Ha AUC Ha nunaHo3uH, Bapupaio ot 38 % 1o 67 %, koeTo noTEbpXkKaaBa, Y€ NPH €HOBPEMEHHO
PHIOKEHHE HA TE3H 1EKAPCTBA HMa (PapMAKOKHHETHYHO B3auMoaelicTBne. Hama 3Haumum edekT
BbPXY KOHLUCHTPALMHTE HA TAHLIMKIOBKP. [TauueHTHTE TpAOBAa BHUMATENHO Aa 6BAAT NPOCeSBaHH
38 TOKCHYHOCT Ha AHAAHO3MH, Hanp. naHkpeaTHT (BxK. Touka 4.4).

Hpyau anmupemposupycru cpedcmea

H3oen3nmuTe Ha LMTOXpOM P450 He urpasT pond BbB dpapMakOKKHETHKATa Ha raHuMkioBHp. [opaau
Ta3H NPHYHHA HEe Ce OYAKBAT (apMAKOKHHETHYHH B3aMMOAEHCTBHA C MPOTEAIHH HHXHOUTOPH U
HYKJICO3HAHH HHXUOHTOPH Ha 0DpaTHaTa TPAHCKPHNTA3A.

QapMaKOAHHAMHYHH B3aUMOAeHCTBHA

Hmunenem-yunacmamuns

CrobuiaBa ce 33 repuoBE NMPH NaLUHEHTH, NPHEMALIY €IHOBPEMEHHO MAHLMKIOBHDP H HMHIICHEM-
UWIACTATHH H HE MOXKE 14 C€ HIKNIOUH (papMakoAHHAMHYHO B3aMMOAEHCTBHE MEX/Y TE3H [BE
nekapcTea. Te3u nexapcTsa He TpSOBa a ce H3INON3BAT €AHOBPEMEHHO, OCBEH aKO NMOTEHLMATHHTE
NOJI3H He HAAXBLPJAAT EBEHTYANHHTE PHCKOBE (BX. TO4YKA 4.4).

3udosyoun
31A0BYANH, KAKTO H FAHUMKJIOBHD, MOFaT MOTEHUHATHO A8 NPeM3BHKAT HEYTPONEHHS
BpeMe Ha €AHOBPEMEHHO NPHIIOKEHHE Ha TE3H JIEKapCTBa MOXE Aa Bb3HHMKHE dapM
B3aUMOACHCTBHE. HAKOH NAaLIHEHTH MOXKE Ja He NOHECAT €AHOBPEMEHHO JIEYEHHE ¢
TouKa 4.4).

ITomenyuannu nexapcmeenu é3aumodeticmeus

l_‘.? ~ ‘_.*-I - . -;_‘-‘: . ;'.
N, AT
x, - -
“:::“h‘_‘ ) ___..‘l"'".




Moxe n1a ce 3aCKM TOKCHYHOCTTA, KOraTo FAaHUHKIOBHP/BANTAHLIMIIOBHP CE NpWiara €AHOBPEMEHHO
C ApyrH JIEKapCTBa, 38 KOMTO € H3BECTHO, Y€ HMAT MHENTOCYNPECHBHO AHCTBHE WK €& CBbP3aHH C
6B0peuno yspexnane. Toa BIUTIOUBA HYKIE03HAH (HAND. 3UAOBYAHH, AUIAHO3MH, CTaBYAHH), H
HYKJICOTHAHW aHANO34 (HANp. TeHOGOBHP, aneOBKP), HMYHOCYNPECOPH (HAMP. LHKIOCTIOPHH,
TAKPOIUMYC, MHKO(EHONAT MOGETHI), AHTHHEOTUTACTHYHH CPEACTBa (HANp. AOKCOPYOHLMH,
BHHONACTHH, BHHKPHCTHH, XHAPOKCHYPes) H AHTHHH(EKIMO3HH CPeACTBa
(TpumeTOnpuM/CyidoHaMuan, aancon, ambotepuuns B, Gryunrosun, nentamuann). INopaau Tosa
Te3H JieKapCcTBa TPA6Ba Aa Ce pasrnexaar 3a eIHOBPEMEHHA yNnoTpeSa ¢ BANFAaHLMKIOBHP CaMO aKo
NOTCHUHANHHTE NOJI3H HAABHULUABAT MIOTEHLIMATTHUTE PUCKOBE (BXK. TOYKa 4.4).

4.6 PepTaanTer, GpeMeHHOCT H KLPMene

KoHTpauenuua npy Muxe H KeHH

Mopaau noreHuHana 3a penpoAyKTHBHA TOKCHYHOCT H TEPATOTEHHOCT, KEHHTE B NETEPORHA BB3PACT
TpsbBa na 6BAAT NOCHBETBAHH 212 M3MON3BAT ePEKTHBHA KOHTPALIENLMA N0 BPEME HA JICYEHHETO H B
NMPOAB/DKEHHE HaH-Manko Ha 30 AHM cliea kpas Ha neueHHeTo. Muxere Tpabea aa 6baaT NOCHBETBAHM
nia npunarat 6apueper METOA Ha KOHTpaLIENLMA N0 BpeEME Ha H B MPOALIDKEHHE HAN-Manko Ha 90 aHM
CJIEA JIEYCHHE C BAITAHUMKIIOBMP, OCBEH 8KO HE € CHIYPHO, Ye He ChIUECTBYBA PHCK 33 NAPTHLOPKATA
UM Aa 3abpemenee (Bx. Touxu 4.4 n 5.3)

bpeMeHHOCT

be3onacHOCTTa Ha BANTAHLMKIOBHD NPH yNoTpe6a npH 6peMeHHH XEHH He € YCTaHOBEHA. AKTHBHHMAT
My METa0O0MHT raHLMKJIOBHP JIECHO NPEMHHABA MpPe3 ILTALIeHTATa NIPH Y0OBeKa. Bb3 ocHOBa Ha
(papMaKoIOrHUHHS My MEXAHH3BM Ha JCHCTBHE K PENPONXYKTHBHATA TOKCHHYHOCT, HabII0NaBaHa npu
NPOYHBAHHATA BBPXY )KHBOTHH C FAHUHKIOBHP (BX. TO4Ka 5.3), MOXKe J1a ce npueMe, 4e uMa
TCOPETHYEH PHCK OT TEPATOrEHHOCT TIPH XOpa.

AJIBAHOLIHT He TpaGea aa ce npunara no Bpeme Ha GPEMEHHOCT, OCBEH aKO TEpaneBTHYHATA 110133
3a MaHKkaTa He HaAAXBbPS NOTCHUHANHHA PHCK OT TEPATOrE€HHO YBPEXKAAHE Ha II0/A.

KxpMmene

He € H3BeCTHO naH rAHLUHKIIOBHP Ce eKCKPETHPa B KBPMATA Ha YOBEK, HO He MOXe J1a ce OTXBbPJIH
Bb3MOXKHOCTTA FAHUHKIIOBHP /1A Ce eKCKPETHPA B KbpMaTa H Aa NPeANU3BHKA CCPHO3HH HEXeNaHu
peakLyy B KbpMaueTo. JIAHHHTE NPH )KHBOTHH IOKA3BAT, Y€ FaHUMKIOBHP CE EKCKPETHpa B KbpMATa
Ha KbPMELIH TUThXOBE. 38TOBA KbPMEHETO TPAGBa Na 6bae NPeyCTAHOBEHO IO BPEME HA JIEUEHHE ¢
BANraHUMKIOBMP (BXK. TOukH 4.3 1 5.3).

QepTiuanTeT
B enHo maiko KIMHHYHO NpOYUBaHE ¢ NAUMEHTH ¢ HBLOPEUHA TPAHCILIAHTALIMS, KOHTO ce NIEKYBaT C

BAIraHUMKIOBHP 38 npo¢gunakTika Ha CMV B npoanmkenue Ha 1o 200 aHKM ce HaGmloaaBa BIHAHMe
Ha BAJINRHUMKIOBHD BbPXY CNEpMAaTOre¢He3aTa, ¢ NOHWKEHA IUTBTHOCT Ha CNEPMAaTa H MOABHXKHOCT,
HIMEPEHH CNell kpas Ha nedexnero. Tosn edexT H3rnexkaa oOpaTim H NpUbAHIHTENHO 1WeCT MeceLa
CJ/ICA MpEYCTAHOBABAHE HA BANTaHUHKIOBHP, CPEHATA [UTBTHOCT HA CTIEPMATA M NOABHIKHOCTTA Ca
BL3CTAHOBEHH 0 HHBA CPABHHMH C Te3H, HAOMIOAABAHN B HeJieKyBaHa KOHTPO/IHa (pynia.

[pu npoy4BanHs MpH KHUBOTHH rAHUHKIIOBHP YBpexkaa PePTHIMTETA NPH MBKKH H XKEHCKH MHIIKH,
KaTo € MoKa3an BEPOATHOCT 38 HHXHOHpaHEe Ha CNepMaTOreHe3aTa M HHAYLMpAHE Ha aTpodHs Ha
TECTHCHTE NPH MHLLUKH, IUTLXOBE H KYYETa B J03H, CYUTAHH 38 KIHHHYHO 3HAUYHMH.

BB3 OCHOBA Ha KIHHHYHH H HEKITHHHYHH NIPOYYBAHHS CE CYMTA, Y& HMA BEPOATHOCT MAHUMKIOBHP (H
BaNraHUMKIIOBHP) Na NPEAH3BHKA BPEMEHHO WIH TpaifHO HHXuOHMpaHe Ha CrnepMaToreH
(Bk. 4.4 u 5.3).

4.7 EdexTn BLpXY cnocofnocTTa 32 modupane n pabora c MampnnA



[1pn ynotpebara Ha BanraHUMKNOBHP WIWIH FAHLMKIOBHP Ce ChOOIARa 3a HEXENAHH peakuHH KaTo
IbPYOBE, 3aMAAHOCT H 00 BPKBaHE. AKO BB3HHKHAT, TE3H e)ekTH MOXKE a8 MOBTHAST H3ITBJIHEHHETO Ha
38/]a4H, U3HCKBALIW ODAHTENTHOCT, BKIHOMHUTENHO CIOCOOHOCTTA Ha NaliHeHTHTE 3a wopupane ¥ pabora
C MAaILUKHHK.

48 Hexenann nexapcTBeHn peaknuu

a) Pezrome na npogpuna na bezonacuocm

BanraHUMK/IOBHD € IPpEKypCop Ha rAHUHKNOBHP, KOHTO Cliell NEPOPATHO NPHIOKEHHUE GBP30 H B
ronama CTeneH ce MeTabonu3npa 1o raHIMKAoBHP. Moxke 1a ce o4akea HeKeNaHHTE peaKLuH,
CBbP3aHH C ynoTpedaTa Ha raHUMKIOBHP, 18 BE3HHKHAT H MPH BAITaRUMKNOBHP. BcHuxy Hexenanu
TEKAPCTBEHH peaKLMH, HabNI0aBaHH 110 BpeMe Ha KIIHHHYHHTE M3MHTBAHHA C BANTaHLMKIOBHP,
npeay Tosa ca 6unu Habmonasany ¢ rasuMKIosHp. [opaay ToBa HeXeTAHNTE NEKAPCTBEHH PEAKLINH,
CbOOLLEHH MPH NPWIOKEHHE HA 1.V WIH NEPOPANeH raHLMKIIOBUP (NEKapCTBEHA (OpMa, KOSTO Bede He
C€ NPOH3BEXKA) WIH Ha BANMAHLMKJIOBHP, Ca BKIIOYEHH B TaGIHLATA Ha HEXE/TAHHTE IEKAPCTBEHH

peaKkLMH Mo-a0my.

IpH NauMeHTH, IEKyBaHH C BaITaHUMKIOBUP/TAHLMKIIOBHP, Hal-CEPHOBHHTE M YECTH HEXENaHH
JICKAPCTBEHH PEAKLMH Ca XEMATOJIOrHYHHTE PEaKLIMH U T€ BIUTIOUBAT HEYTPONEHHUSA, AHEMHUA U
TpoMOoLHTONEHHS (BHKTE TOUKA 4.4).

Hecrorure, npeacraBenn B TabnHLaTa Ha HeXENAHHTE PEAKLIMM, Ca NOTy4EHH OT cOOpHa Nomyaaums
nauxeHTs (n=1704), noay4asanu noAabpxKalla TEPAITHA C raHLWMKIOBHDP WM BATAHLIHKAOBHD.
Hskniouenne npasat aHagunakTHuHaTa peakuus, arpaHyloIKTO3a H MPAHYAOLIMTONEHHS, YHUTO
YECTOTH €A OTYUEHH OT NOCTMAPKETHHIOBHA onHT. HexxenaHure peakumu ca H3GpoeHH CuriacHo
cucremata MedDRA no cucremo-opranen knac. Kareropuure 4ectors ca onpenenexu B
CbOTBETCTBHE CHC CACAHATA KOHBEHLMA: MHOTO 4ecTH (> 1/10), uectu (> 1/100 to < 1/10), Heuectu, (>
171,000 to < 1/100), peaxu (= 1/10,000 to < 1/1,000) u muoro peaxu (< 1/10,000).

ObumaT npogun Ha He30NaCHOCT Ha FrAHLIMKIOBHP/BAIAHIIMKIOBHP CHOTBETCTRA NpH NONMyNALMHTE C
HIV u ¢ TpaHCruIaHTaUMs ¢ M3KITIOYEHHE Ha OTENBAHETO Ha PETHHATA, KOETO Ce ChobLIAaBa caMo npH
nauyeHTH ¢ CMV petunnt. Uma obaue H3BECTHH Pa3/IMKK B YECTOTATA HA HAKOH PEAKIHH.
BanraHuMKI0BMp € CBBbP3aH C N0-BHCOK PHCK OT IHAPHS B CPABHEHHE C HHTPABEHO3EH raHLMKIOBKP.
INupexchs, undexunn ¢ Canidada, nenpecus, Texxxa neytponenus (ANC <500/pl) v kokHH peakumy
ce crodLIaBaT no-uecto npu nauxeHTH ¢ HIV. Bu6peuna u yuepuonpobua aucdyHkums ce crobuiasa
NO-4eCTO MPH PELHITHEHTH HA OPraHHHW TPAHCIUIAHTATH.

0) Cnucvyx na nexcenanume nexapcmeenu peaxyiu 8 mabauien suo

BbB Besika rpyna no 4ecTora HeXxenaHuTe edeKTH ca NPeACTABEHH NO peJa Ha HaMaIsBaLIa

CEPHO3HOCT.
Cucremo-opranen Mmuoro wects | Yecro HeuecTH Peaxn
KJIaC =1/10) (=1/100 go <1/10) 1/1000 ao (=1/10 000 no
<1/100) <1/1000)
Hudexuun u Hudexunu ¢ Cencuc, ['pun,
uHpecTauuu Candida, HUndexuus Ha
BKAKOYHTENHO | MHKOYHKTE MbTHLIA,
opaiHa Lenynur
KaHAWOo034a,
HUudexunsa Ha
ropHHTE
AUXaTenHu
MbTHLIA L
Hapyiuenus Ha Heyrponeuus, | TpomGouuronenus, KocTHOMO3bUYHA ©
KPBBTA W IMMpHaTa | Anemus JleBkoneHus, HEAOCTATLYHOCT |
CHCTEMA IlaHuMTONEHUSA T




I'pasysounToneHus*

HapyweHus Ra
MMYHHATA CHCTEMa

CBpbX4YBCTBHTEIHOCT

AHadunakTUyHa
peaxuus

Hapyiuexus Ha Hamanen HamaneHo Terno
meTabonuama u aneTur
XpaHeHeTo
TTcuxHUuHH Henpecus, AXHUTaLMA,
HapylleHUA Obbpkanocr, [McuxoTuynu
TpeBoxxHOCT HapPYLICHHA,
AbHopManHo
MHCJIEHE,
XamouHHalHH
HapyieHus Ha [ napo6onue beicvhue, Ilepudepna | Tpemop
HepBHATA CHCTEMA HeBpONATHA,
3amMaiipaHe,
XHnoecTe3us,
[spuose, Ausreyauna
(HapylueHHe Ha BKYyca),
HapywieHus Ha ounre 3pHTENIHH HapYILECHHR,
OrnenBane Ha
peTuHaTa**, [Inysawmu
MLTHHHH B
CTBKJIOBHAHOTO TAJO,
bonka B ouure,
KontoHnktHsHT, OTOK
Ha MaKyJjara
Hapynenus Ha yxoTo bonka B ywuTe I'myxora
1 nabUpHHTA
Coppaeunu ApUTMHS
HapyleHHs
CbaoBH HapYLIEHHSA XHNOTOHHA
Pecnupatophm, Kauwiuiia,
I'PLAHU H Hucnhes
MEAHAaCTHHAHH
HapyIluEHHA
CroMalHo-4peBHH Jnapus, Hucnencus,
HapyLICHHS "anene, MeTteopustM, - bonka B
[loBpsbilane, FOPHUTE OTAE/K Ha
KopemHa Kopema, 3arnex,
b6onka Pa3s3BaBaHe Ha ycTara,
Hucarua, [foxypane
Ha KOpeMa,
IlankpeaTur
XenaTto-6ununapHu [loBHineHa ankanHa
HapylleH#s docdarasa B KpbBTa,
A6HopmHa
yepHOAPOOHa PyHKLMS,
[losuinexa acnaprara
aMUHOTpaHc(epa3sa,
[Touiiena anaHuH
aMHHOTpaHcdepasa
HapylueHus Ha Jepmatur Howuu v3noraBanus,
KOXaTa ¥ Copbex, Obpus,
NOAKOXKHATA ThKAH Anoneuus
HapyweHnus Ha bonka B rupb6a,
MYCKY/THO-CKENeTHATA Muanrus, ApTpajiris,
CHCTEMA H MycKy/HH cria3Mu
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CheIHHHUTEJIHATA
TbKaH
Hapyienus Ha brOpeuno yBpexnane, | bnbpeuna
61p6pentre Hamanen 6s6peueH HEJOCTATLUHOCT,
NHKOYHHTE MHTHULLA KPE€aTUHHHOB KIIHPBHC, | XeMaTypHs,
[loBHLIEH KpEeaTHHWUH B
KpPbLBTa
Hapynienus na Hudeprunurer
BBLIMPOM3BOANTEIHATA NpH MBXeETe
CHCTEMA U repaaTa
Ob6um Hapywenna u | TTupekcus, bonka, Ctynenu bonka B repaure
e(deKTH Ha MACTOTO Ymopa TpbNKH, beanokoticTso,
Ha NPUIOKEHHE ACTeHHA

*Hecmomama na me3u HedCENanU peakyuy e NOaYYena om NoCMMapKemuH206us onum
**Omaensane na pemunama ce cvobwasa cavo npu nayuenmu c XHB, nexysanu 3a CMV pemunum

Onncanse Ha H30paHA HeXeNAHN pPeaKnHA

Heymponenus

PHCKBT OT HEYTPONEHUA HE MOXeE J1a C€ NMpeABHIM Bb3 OCHOBa Ha Opos Ha HeyTpoduauTe npean
neuenneTo. HeyrponeHns o6HKHOBEHO BB3HHKBA NO BPEME Ha ITHPBaTa HIH BTOPATA CEIMHLA HA
HHAYKIHOHHA Tepanui. bpoaT Ha kieTkure OOHKHOBEHO C& HOPMATH3UPA B PaMKHTE Ha 2 A0 5 AHM
CI€A NpEeyCTaHOBABAHE Ha JIEKAPCTBOTO WK CICA HAMAJIABaHe Ha no3aTa (BXK. Touka 4.4).

1pomboyumonenus

[TaunenTute ¢ HUCHK M3xoreH 6poit TpombounT (<100,000 /mL) HMAT NOBMINEH PHCK OT PA3BUTHE
Ha TpombounTonenus. IlaureHTHTe C STPOreHHa KMYHOCYNPECHS, NIOPalil JICYEHHE C
HMYHOCYNPECOPH Ca WINTOKEHH HA NO-roigM PHCK OT TpoMOOLHTONEHHS, OTKONKOTO Te3H cbve CITUH
(BX. TOuKa 4.4). Texkara TpoMOOUMTONEHHA MOXKE Aa 6bE CBBP3aHa C NOTCHLHATHO
’KHBOTO3aCTpaLlaBallo KbpBeHe.

Brusnue na npodvidxcumennocmma wa neNenue unu nOKA3aHUemo 6bpXy HeXCeNanume PeaKkyuu
Texka HeyTponenus (ANC <500/ul) ce naGnionasa no-uecto npu nauxeHtH ¢ CMV perunnt (14%),
NOLJIOKEHH Ha ICYCHHE C BA/IFAHLMKIIOBHP, HHTPABEHO3EH WIH NepOpasieH raHuMKnosup 10 Jen 100
CJIeAl TPAHCILIAHTALMATA, YECTOTATA Ha TEXKKATA HEYTPONEHHS € CboTBETHO 5 % H 3 %, noKaTo npy
NauxdeHTHTE, NOTyYaBauly sanraHuHknoBsup ao Jlen 200 cnea TpaHcriaHTauusaTa, YeCTOTaTa Ha
TEXKa HeyTponesus e 10 %.

HabnlonaBaHo € no-ronsaMo NOBHIIEHHE Ha CEPYMHHS KPEATHHHUH TIPH NALMEHTH C TPAHCTUIAHTALIMS
Ha COJIMIHH OpraHH, JeKyBanu 10 Jlen 100 nnu Jlen 200 cnea TpaHcIwiaHTaLMATa KaKkTo C
BAIFAHUMKIOBHP, TaKa H C NMEPOPaNeH raHUHKIOBHP, B CPaBHEHHE ¢ NauHeHTH ¢ CMYV peTHHHMT.
YBpenenara 6u0peuna pyHkiums obave e 061a XapakTepHCTHKA 3a NALUMEHTHTE C TPAHCIUTAHTALIMA Ha
CONIMIHU OpPraHm,

OOwHAT npodu Ha 6e30MacHOCT Ha BANTAHUMKIIOBHP HE Ce NPOMEHS MPH NPOABKABaHE Ha
npo¢unaktrkara 1o 200 I1HK NpHU BHCOKOPHCKOBH NAaUMeHTH ¢ 6b6peuna TpaHcnaHTaums.
JleBKomneHus ce chobluaBa ¢ MANKO MO-BHCOKA YecTOTa B paMoTO ¢ 200 AHH, JOKATO YECTOTATa Ha
HEYTPONEHHA, aHEMHA H TpoMOOLIHTONEHHA e noAoOHa B ABETE paMeHa.

&) Heouampuuna nonyrayun

BanraHunknosup € vicneasan npx 179 neanaTpyyHKi NALUMEHTH C TPAHCIUIAHTA

NPOAB/DKHTETHOCT HA €KCNIO3HLIMATA Ha MAHLMKIOBHP oT 2 no 200 aHu. 'r-- . x -

Hali-uecTo cpob1taBaniTe HEXENaHH PEakilHH NPH JICYEHHKE B NEIMaTPHUHHTE mﬂhmrm usnmauna'

ca JuHapus, raJieHe, HEYTPONEHH, JICBKONEHUA H aHEMHA. N oo
AN *_’ff,.;:ﬁ*
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ITpu naumenTHTE C TPAHCTNAHTALIMA HA CONMNAEH OpraH obumaT npodun Ha GezonacHocT npH
NEIHATPHYHHUTE NALHEHTH € NoA06EH Ha TO3M NpH Bb3pacTHUTe, HeyTponenus ce cbobiasa ¢ MaIko
Mo-rofsMa 4ecToTa 8 ABETE KINHHHYHH H3MHTBAHHA, NPOBEACHH NPH NEAHATPHYHH NALMEHTH C
TPAHCIUTAHTALIHA H& CONTH/IEH OPraH, B CPRBHEHHE C Bb3PACTHHTE, HO HAMA KOPENALIHA MEXIY
HEYTPONCHHATA H HHEKLIMOIHHTE HexeNaHH chOMTHS B neauaTpuuHaTa nomynaums. [1o-BUCOKHAT
PHCK OT LMTOTICHHH NPU HOBOPOACHH H KbPMA4ETa HA/lara BHHMATETHO NMPOoCheasBaHe Ha KPbBHATA
KapTHHA NPH T€3H BB3PacTOBM rpynu (BXK. Touka 4.4)

[py neaMaTpH4HK nauKHeHTH ¢ GLOpeuHa TPAHCIIAHTALMA YABIKABAKETO HA EKCHIO3HWLIMATA Ha
BaNraHUHKNOBUP A0 200 AHH He e CBLP3aHO C 0BI10TO YBETHYEHHE HA YECTOTATA HA HEXKETAHUTE
cbOUTHA. UecToTaTa Ha Texka HeyTponenus (ABH <500/uL) e no-Bucoka npu neaHaTpHuHuTe
MalHeHTH ¢ 6bOpeuna TpaHcnNaHTaums, TeKyBaHu 10 aeH 200, B CpaBHEHHE ¢ NEAHATPHHHUTE
MaUHEeHTH, NeKyBaHW A0 AeH 100, ¥ ¢ Br3pacTHHTE nauMeHTH ¢ 6B6peyna TPaHCILIAHTALUS, JIEKYBaHH
no aed 100 nnu aen 200 (Bx. Touka 4.4).

Hma camo orpaHuueHH JaHHH NPH HOBOPOLEHHTE HIIH KbPMAYETATA ChC CHMITTOMHE BpoacHa CMV
HHOEKLMS, IEKYyBaHH ¢ BAINaHLUMKIOBHP, HO M3k, Ye 6e30MacHOCTTa CLOTBETCTBA HA M3BECTHHS
npodun Ha 6€30NacHOCT Ha BANTAHLMKIOBHP/TRHLIMKIIOBHD.

CrobliaBaHe Ha NOAO3UPAHH HEXENaHH PEaKIIHH

CpobLuaBaHeTo Ha NOJO3HPAHH HEXENAHH PEAKLIMH Cliefl paspellaBaHe 3a ynorpeba Ha JIEKApCTBEHUS
npoaykT € paxkHo. Toea nossonasa Aa npoakKH HAOMIOAEHKETO HA CHLOTHOLLEHHETO NON38/PHUCK 32
NeKapCTBEHHA NMPOAYKT. OT MEAULIMHCKHTE CNELIHATIUCTH CE M3HCKBA 1a ChOoOLIABAT BCAKA
NOJO3HPaHA HEXeNlaHa PeaKLHA Upe3 HaLMOHATHATA CHCTEMa 33 ChobLIaBane:

M3mensuTeNHA areHlMs no nekapeTeaTa

ya. ,JdamsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpenosmpane

OnuT ¢ Npeo3paHe Ha BANTAHIHKIOBHD ¥ HHTPABEHO3EH FAHIMKIOBHD

Ouaksa ce, ye npeno3npaHe Ha BANTAHLIMKIOBHP OM MOIJIO a HOBeAE A0 NMOBHIIIEHA 6Bbpeuna
TOKCHYHOCT (BXK. TOUKH 4.2 1 4.4).

XeMOoaHaNH3aTa H XHAPATHPAHETO MOJXKe Ja Ca OT 10138 33 NOHHXKABAHE Ha [U1A3MEHHTE HUBA Ha
KPBBTa MPH NaLHEHTH C NPeO3HPAHE Ha BAJITAHLMKIOBHP (BX. TOYKA 5.2),

CpoOLteHns 3a npeno3HpaHe Ha MHTPABEHO3HO MPHIOKEH FAHUHKIOBHP, HAKOH C JIETANEH H3XO, Ca
NOTYY€HH OT KTHHHYHH U3NIHTBAHHUA H MO BpeME Ha NOCTMAPKETHHIOBHA ONMHUT. B HAKOM OT Tesu
clry4au He ce ChoOLIaBaT HexxellanH chOHTHA. [ToBEeYETO OT NaLMEHTHTE Ca HMAMH €1HO WIH NOBEYe
OT CNEAHHTE HEXKENaHH CHOUTHA:

XeMamonocuuHa moKcusHocm: MHCTTOCYNPCCHA, BKITIOYHTETHO NAHLUHTONEHH, KOCTHOMO3BbUYHA
HCOOCTATBYHOCT, JICBKONECHHA, HCYTPONEHHA, rPpaHyIOUNTONCHHRA.

Xenamomoxcuurocm: XenaTuT, GpyHKLUMOHATHH YEPHOAPOOHH HapyLEHNUS.

bvbpeuna moxcuunocm: BnOMIABAHE HA XEMATYPHS MPH NALKEHT C NPEALLECTBAILO 6
yBpexnaHe, ocTpa 0b0peuna HeZOCTATLYHOCT, NOBHLUEH KPEATHHHH.

Cmomawno-upesna moxcuurocm: kopeMHa 60nKa, AnapHs, NOBPBILAHE.

Hegpomoxcuunocm: reHepanu3npal TpeMop, NPHNATBK.
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5. ©®APMAKOJOI'MYHH CBONCTBA
5.1 @apmaxoaEHAMHEYHA CBONCTBA

MdapmMaxoTepaneBTHYHa rpyna: NPOTHBOBHPYCHHU CPEACTRA 38 CHCTEMHO NMPUIIOKEHHE, HYKIICO3HIN U
HYKJICOTHIAH C HIKIIOYEHHE Ha HHXHOMTOpH Ha obpaTHaTa TpaHckpHunTtasa, ATC koa: JOSAB14,

MexaHH3BM Ha JeicTBHE

BanraHusknosup e L-sanunos ectep (npekypcop) Ha raHuMkiIosHp. Crea nepopanHo MpUIokKEHHE
BaNIFAHUMKIIOBHP OBP30 K B roisMa cTeneH ce MeTaboM3Hpa A0 FaHLMKJIOBHP C NIOMOLITA Ha
YPEBHHTE H YePHOAPOOHHTE ecTepasH. [[aHLUMKNIOBHD € CHHTETHYEH aHaOr Ha 2'-Ae30KCHIYaHO3HH,
KOATO HHXHOMpa penivKauMaTa Ha XEeprec BUPYCHTE in Vitro 1 in vivo. YyBCTBHTETHHTE BUPYCH MNPH
YOBEKA BKIIOYBAT 4oBewKK uHToMeranosupyc (HCMV), xepnec cumnnexc eupyc-1 1 -2 (HSV-1 u
HSV-2), uoseuku xepnec supyc -6, -7 u -8 (HHV-6, HHV-7 u HHV-8), Epstein-Barr Bapyc (EBV),
BapuLena-3ocTep BUpYC (VZV) u Bupyca Ha xenatut B (HBV).

B knerkure, HHdekTHpand c CMV, raHUMKIOBHP MHPBOHAYATHO ce hocdoprnpa OT BHpycHaTa
npotenH kuHa3a pUL97 no ranumknoenp moHodocdar. Cnen Tosa dpochoprnupaHeTo ce H3BbpIIBa
OT KN€TbYHHUTE KHHA3H, KaT10 € NOTYy4YaBa raHUMKNoBHp TpHdocdar, koiTo nocne 6aBHO ce
meTabonusnpa HHTpaueayaapHo. JokazaHo e, ue TpudochaTHHAT MeTabonu3bM ce Habmonasa B
KieTKH, HHpexTHpanu ¢ HSV- u HCMYV, kato BpeMeTo Ha nosyenumuHupane e 61uno cnoteeTHo 18
CHOTBETHO MexXAY 6 10 24 yaca, cie/l ©IMMHHHPAHETO Ha eKCTPAUETYTAPHUS FAHLMKAOBHD. Thid KaTo
¢ochopunrpaneTo 3aBUCH B ro1Ma CTENEH OT BUPYCHATA KMHa3a, GocHOpHIMpaHETO Ha
FAaHLMKIOBHP C€ M3BBPLUBA NpePEPECHUHATHO B HHPEKTHPAKHTE C BUPYC KIIETKH.

BupycraTHuHaTa aKTHBHOCT Ha MaHLMKIOBHD Ce AB/DKA Ha UHXHOMpPAHETO Ha CHHTE3aTa Ha
BupycHaTa JIHK upe3: (a) kOHKypeHTHO HHXHOHpaHe Ha HHKOPNOPHPAHETO Ha e30KCUIYaHO3HH
TpHdocoar 8 JIHK ot supycHara JIHK nonumepasza 1 (6) MHKOpnopupase Ha raHUMKIIOBHP
TpHdochaT 8L BUpycHaTa JIHK, koeTo npean3BnkBa npekbCBaHe WK CHIHO OrpaHHYaBaHe Ha MNo-
HaTaThUIHOTO yAb/DKaBaHe Ha BupycHaTa JHK.

AHTHUBHDYCHA AKTHBHOCT
AHTHBHPYCHATA aKTHBHOCT Ha raHuHKI0BHp cpely CMV in vitro, usmepena upes ICso, € B

rpaHuunTe Mexay 0,08 pM (0,02 pg/ml) u 14 uM (3,5 pg/ml).

KNHHHYHUAT aHTUBHpYCeH edeKT Ha BANIrAHUMKIOBHD € AOKA3AH MPH JIEYeHHEe Ha NALMEHTH ChC
CIIHH ¢ vosoanarHocTHuMpan CMV petunur. Otaensanero Ha CMV B ypuHata Hamanano ot 46 %
(32/69) nauneHTH B HA4aNOTO HA U3NKUTBAHETO Ha 7 % (4/55) 6onHuU cnen 4 ceIMHULIM JIeUYEHHE ©
BRJIFAHUHKJIOBHUP.

KnuHuuHa edukacHOCT M 6e30nacHoCT

BBb3pacTHH NAUMEHTH

Sevenue na CMV pemunum:

[TauuenT! ¢ HoBOAMAarHoCTHUMPAH CMYV pETHHHUT ca paHAOMH3HPAHH 33 YYaCTHE B H3ITHTBAHE C
BbBEXAALIO JieYeHHE ¢ BaNraHUHKI0BHp 900 mg 1Ba MbTH AHEBHO WIIH C HHTPABEHO3HO NPHIOKEH
raHUMKNOBHP 5 mg/kg ABa mxTH AHeBRO. [IpoueHThT Ha 6onHK ¢ nporpecupaHe Ha CMV peTHHHTa Ha
CERMHIA 4 € CPaBHHM B JBeTe rpynu — 7/70 u 7/71 naumeHTH ¢ nporpecupaHe Ha 3a6onsaBaHeTo
CLOTBETHO B PAMEHATA C HHTPABCHO3HO NPUIOKEH MAHLUHUKNOBHP H BAJIFAHLHKJIOBHD. e

NOAABPKALLO JIEYEHHE C BANTAHUMKNOBHP, ¢ 2 (160) auK, a B rpynarTa ¢ Bb ﬁe'!euuel: o ;/
HHTPABE€HO3HO MPHJIOKEH MAHUHKIOBHD U NOAABPXKALIO NIEUEHHE C Baﬂrauuuxnony)g —-'216 (‘125) ,[IHH

-
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IIpoghunaxmuxa na CMV 3aboaseane npu mpavcnaaumayus.

JBOAHO-CJIANO KIMHHYHO U3ITHTBAHE C AKTHBEH KOMMAapaTop M ABOHHA HMHTALIMA € MPOBEAEHO NMpY
MalMEHTH C TPAHCIUIAHTALIMA Ha Cbple, YepeH Apod U 6B6peum (6onHu ¢ GenoapobHa 1 cToMatIHO-
4YpeBHA TPAHCIUIAHTALMA HE Ca BKJIIOYEHH B H3MHTBAHETO) ¢ BHCOK pHCK 0T CMYV 3abonapane (D+/R-
), KOHTO ¢a NpHEMANH BaNraHuKKIOBHp (900 mg BeAHbK ZAHEBHO) HIIH FAaHLMKJIOBHP NEPOPAHO
(1000 mg TpH meTH AHEBHO) ¢ Ha4ano Ao 10 aHu oT TpaHcnnaHTauusaTa Ao Jdew 100 cnen
TpaHCIUIaHTaluHuaTa. HYectoTara Ha Bv3HnkBane Ha CMYV 3abonsasane (CMV cuxapom + 3aGongsane ¢
ThKaHHa HHBA3KA) Npe3 MbpPBHUTE 6 Mecella cnea TpadcnnanTauuaTa e 12,1 % B pamoTo ¢
BAraHUMKNIOBHP (n=239) B cpasHeHue ¢ 15,2 % B paMoTO ¢ nepopaiexH raHUMKNIOBHP (n=125). B
rojisMa 4acT OT ClTyyaHTe 3a00N4BaAHETO Ce € NOABWIO clle] NMPeKpaTaBaHe Ha NpodHIakTHKATa {(cael
Hen 100), kaTo B paMOTO C BaIraHUMKIIOBUP C€ € MOSBUNIO CPEAHO NO-KBCHO, OTKOJIKOTO B PAMOTO C
nepopaneH raHUMKNIOBHp. YectoraTa Ha oCcTpO OTXBBpPISHE Npe3 MupBHTE 6 Mecena e 29,7% npu
NalHEeHTHTE, PAHAOMH3HUPAHH 38 JIEYeHHE ¢ BANraHLUHKIOBHP, B cpaBHeHHe ¢ 36,0% B pamoTo ¢
NEPOPATHO NPHIIOAKEH FAHLMKIOBHD, KATO YECTOTATA HA 3aryba Ha npucanxkara (0,8%) ¢
€KBHUBAJICHTHA TTPH NTALIUEHTHTE BbB BCAKO OT PAMCHATA.

Enno aBoiiHO-CaMno, 11auebo-KOHTPONHpaHo U3NHTBAHE € NpoBeaeHO NpH 326 nauHeHTH ¢ OBOpeuna
TPaHCILIaHTaLHA ¢ BUCOK pHck oT CMYV 3abongpane (D+/R-) 3a oueHka Ha epHKacHoCTTa M
Oe3onacHOCTTa NpH yAb/DKaBaHe HA npodunakTHkata 3a CMV ¢ Banranuuxnosup ot 100 va 200 quu
cnen TpaHciviaHTauusaTa. [lauueHrure ca panaomusupanu (1:1) aa noyuaBaTt BaraRHUHWKIIOBHD
Tabnerku (900 mg BeaAHBXK AHEBHO), 3anouBaiiku Ao 10 quu cnen TpaHcnaanTauuaTa ao Jdex 200 cnen
TpaHCINaHTatHaATa WK ao Jen 100 cnen tpancniadTauuaTa, nocaeasaHo ot 100 puu npvem Ha
rnauebo.

[IpoueHTHT NauHeHTH, KOUTO ca pa3Buian CMYV 3abonseane npes mupeuTe 12 Meceua cnea
TPAHCILUTAHTALMATA, € NTpeAcTaBeH B Tabnuuara no-goiy.

Hpoyenm nayuenmu ¢ 6v6peuna mpancnaanmayus u ¢ CMV 3abonseane’, 12 meceya ITT
nonynayus *

Banzanyuxnosup Baneanyuxnosup Paznuxa mexcoy
900 mg seorvac onesno | 900 mg sednviic onesHo | zpynume Ha Jeuenue
100 onu 200 onu
(N =163) (N=155)
[TaumenTn ¢ notespacHo | 71 (43,6%) 36 (23,2%) 20,3%
KWIK nogo3Hpaio CMV [35,8%:; 51,5%)] [16,8%:; 3,7%] [9,9%,; 30,8%]
1abonapane’
[NaumenTH ¢ notespaeHo | 60 (36,8%) 25 (16,1%) 20,7%
CMYV rabonapaHe (29,4%:; 44,7%] [10,7%; 22,9%] [10,9%: 30,4%]

! Cniyuaii Ha CMV 3abonssane ce onpeaens kato CMV CHHAPOM MM ThKaHHa WHBa3usg ¢ CMV.
? Morespaeno CMV e KnrHUYHO NOTBLPJAEH ciyuail ua CMV 3abonssane. Monosupa ce, ue
nauneHTHTe MaT CMV 3abonasane, ako HAMa OLIEHKA Ha ceaMuULa 52 U HAMA NOTBBPXKAEHHE HA
CMY 3abonsBaHeTo Npean TO3W MOMEHT.

A TMony4eHHTe pe3ynTaTH 10 24 Mecella CLOTBETCTBAT Ha pe3y ITaTHTE A0 |2 Meceua: NOTBLPACHOTO
Wi noaosupano CMV zabonssate e 48,5% B paMoTO ¢ eueHue B npoawkeHHe Ha 100 auu B

cpaBHeHHe ¢ 34,2% B pamoTo ¢ nedenue otT 200 qHH; paznuKaTa MeXIy ABETE rPyMNH W\
14,3% [3,2%; 25,3%). ?St“ Wi 0\
&

/ (x}:_.f’ Ah *",f,\ /: : \\
3HayMTEeNHO NO-MAIKO BHCOKOPHCKOBH NauMeHTH ¢ 6b0peyHa TpaHCIaHTalUMA ﬁﬁya'l;*- VANV, ‘-\‘;f; |
e ' .. L
3abongeate cnea npoduiakTika ¢ BanraHunkinoBHp a0 Jen 200 cnen Tpancna It B cpanﬁem&e *; a2
C MALMEHTH, KOHTO MoJTy4aBat npogunaxrika Ha CMV ¢ panranunknosup no e 100 cnen’. |20/ /;
Ti. L - Fa ;
TPaHCILUTAHTALHATA. T MR
.".- ' . — N .:-"5 L,J .
N RIS
W - -
\‘h*_//
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YecroTaTa Ha NpeKMBABAHE HA NMPHCAKATA, KAKTO W YECTOTATA HA OCTPO OTXBBPIAHE, NOTBBPAEHO C
Ononcus, ca CXOLHH B ABETE MPYNH Ha NeyeHue. YecToTaTa Ha NPEXHBAEMOCT HA TPaHCIUIAHTATA 12
Mecela ciea TpaHcrnaHTaimata € 98,2% (160/163) npn cxemara Ha neyeHne B npoabkeHue Ha 100
AHH 1 98,1 % (152/155) npu cxemata Ha neyenre ot 200 aru. o 24 Mecena ciaea TpaHCILIaHTaLMATa
ce ChOOLABAT Ol YETHPH ClTyyas Ha 3aryba Ha NpHCaaKaTa, BCHYKH B IPYMaTa ¢ MPHWIOKEHHE B
npoaw/pkenye Ha [00 auu. YectoraTa Ha ocTpo OTXBBPIISHE, 10KA3AHO Ypes GHomncHa, 12 Meceua
cnen TpaHcnnanTauuaTa € 17,2 % (28/163) 3a cxemara Ha neuense B npoawnkerne Ha 100 auu u
11,0% (17/155) npu cxemara Ha neueHHe B npoabnkenue Ha 200 qun. o 24 meceua cnen
TPAHCIUTAHTalLMATE C€ ChOoOIIABa Ollte €1MH CITyuali B rpynara ¢ NpHIoKeHHe B NPoABDKeHue Ha 200
JHH.

BupycHa pe3UCTeHTHOCT
BvipycHaTa pe3uCTEHTHOCT KbM FAHLUMKIOBUP MOXE J1a CE [TOBHIUH CEA XPOHHYHO NPHIOKEHHE HA

BAIrAHUMKJIOBHP Ype3 CEVICKUMA Ha MYTallHH Ha reHa Ha BUpycHaTa kuHa3a (UL97), otrosopen 3a
MOHO(OCHOPHIHPAHETO Ha rAHLMKIOBUP WK reHa Ha BUpYCHaTa nonumepasa (ULS4). B
KIMHHYHH H30NaTH, cegeM KaHOHHYHH UL97 cyGeruryunn, M460V/1, H520Q, C592G, AS94V,
L5955, C603W, ca Haii-uecTo crobiaBaHuTe CyOCTHTYLHH NPH FAHUMKIOBHP, CBBLP3aHH C
pe3ucTeHTHOCTTa. BHpycHTe, chabpxkali MyTaunH Ha redH UL97, ca pe3ucTeHTHH camMo KbM
raHUMKIIOBHP, JOKATO BUpyCcHTe ¢ MyTalLlvu B red UL54 ca pe3uCTeHTHH KbM raHLMKIOBHD, HO MOXKeE
Na NOKAXAT KPbCTOCAHA PE3HCTEHTHOCT KbM APYTH NMPOTHBOBHPYCHH CPEACTBA, KOWTO CBLIO ca
HACOUEHH KBbM BHPYCHATA [ONIMMEpA3sa.

Hevenue na CMV pemunum:

['eHoTHNHUAT aHan3 Ha CMV B w3onary Ha nonuMopdoHykneapHu neskounTd (PMNL) ot 148
nateHTH ¢ CMV peTHHHT, BINTIOYEHH B €IHO KTHHHYHC HINHUTBAaHE, € nokasan, ve 2.2%, 6.5%,
12,8% un 15,3% cuabpxkar mytauuu Ha UL97 cien cvoTBeTHO 3, 6, 12 1 18 Mecetla Ha JieueHue C
BANrAHLMKIOBHP.

Ilpogpunaxmuxa na CMV 3abonseane npu mpancnianmayus:

Knunuuno usnumeane c akmusno cpasrumenno 1eKapcmeo

Pe3UCTeHTHOCTTA € NpoyyeHa upe3 reHoTHNeH anann3 Ha CMV B npo6u Ha PMNL, c16paun 1) B Jlen
100 (B kpas Ha HINKTBAHETO ¢ NeKapcTBeHaTa MPOPUNAKTHKA) H 2) B CTyHaH, CycnekTHH 3a CMV
3abosaBaHe 10 6 Mecela cnea TpaHCnnaHTauusTa. I1pu 245-1e nauMeHTH, PAHAOMH3KPAaHH fa
NoJfy4aBaT BaNrAHLUHIUIOBHD, ca aHanW3HpaHn 198 npobu Ha Jlen 100 v He ca oTKpUTH MyTalIMM Ha
PE3HCTEHTHOCT KbM raHUHKIIOBHP. ToBa ce cpaBHABA ¢ 2 MYTALIMH HA PE3IUCTEHTHOCT KbM
FAHUMIKJIOBHP, OTKpHTH B 103 wicneasann npobwu (1,9%) npu naumenTHTe B paMOTO C KOMAApPAaTOpa
raHUHMKIOBHP.

ITpu 245-T¢ nauyeHTH, paHIOMH3IHPEHH Ja NOMYYAaBaT BANT8HLUMKIOBHD, €& H3ceasaHH npobH or 50
naumeHTH ¢ noao3peue 3a CMYV 3abonsasane u He ca OTKPUTH MyTaUKHH Ha pe3HcTeHTHOCT. Ipn 127-
T€ HAUHEHTH, PaHAOMH3HPAHH B PAMOTO C KOMITapaTopa raHUHKNOBHP, Ca W3ciieABaHH npobu ot 29
NTALIKCHTH ¢ noao3peHune 3a CMYV 3abonsasaHe, npx xouTo ca HaGlonaBaHHU ABe MyTalHMM Ha
PE3UCTEHTHOCT, NMPEACTARIABALUN YECTOTA HA PE3UCTEHTHOCT 6,9%.

Knunuvurno usnumsane ¢ yoviaxcasane na npoduraxmuxama om 100 oo 200 onu cred
MPAHCNAGHMAYURMA

H3pnpuiieH e reHoTuneH aHanu3s Ka redn ULS4 u UL97, nonyueun ot Bupyc, EKCTpaxHpaH oT 72
NMaLMEeHTH, OTTOBapALLMA HA KPHTEPHHUTE 3a PE3UCTEHTHOCT: MALMEHTH C MOJOKHTETHO BHPYCHO
HaToBapBaHe (>600 xonus/ml) B kpas Ha npodunakTHkaTa WuinK 601HH ¢ noTespacHo CM

[leguaTpyyHa nomynauus |
Sevenue na CMV pemurum. |

A o A
Esponefickara areH1us no JiekapcTBaTa OTMEHH 338B/DKEHHETO AA CE M3BBLPILBAT KAWHAURN = "~ '
4 : .

W3NUTBAHHS ¢ BAIFAHUMKIIOBKD 33 BCHUKH MOArPYNH OT NEAHATPHUHATE NONy/IaUMA Ny REYEHHe Ha . " |
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HHpEKUHH, TRDKalH ce Ha CMV npu HMyHOKOMAPOMETHPaHH NALMEHTH (BX. Touka 4.2 33
HHQOpMaUMA 3a neJHaTpH4HaTa ynorpeda).

Ipogunaxmuxa na CMV 3abonseane npu mpancnaanmayus.

B nposeaeHO KIHHHYHO H3NMHUTBAHE Ha (papMakokHHeTHKaTa H 6e3onacHocTTa Paza Il npu
neJHaTPHYHH PELIMITHEHTH Ha TPAHCIUTAHTATH HA COJIWIHYU OpraHM (Ha Bb3pacT oT 4 mecena a0 16
FOAMHH, N=63), NpHeMatild BANTAHUMKIOBHP BEAHDBXK AHEBHO B NMpoaAb/DkeHHe Ha 10 100 auu cnopen
NeARaTPHYHHA ANITOPHTDBM 38 A03UpaHe (BXK. TOUKa 4.2), ¢a MOMYYEeHH €KCNO3HLIMK, TOAOOHH Ha Te3H
[pH BB3PACTHHTE (BXK. Touka 5.2). [Ipocneaasadero cnen neveHuero e 12 ceamuun. CeponorHuHuaT
craryc CMV D/R Ha w3xoaro Hueo € D+/R- B 40%, D+/R+ B 38%, D-/R+ 8 19% u D-/R- B 3% ot
cayqaure. Hannune Ha CMV Brpyc ce cvobwaBa npu 7 naudeHTd. Ecrectsoro Ha HabmogapanyTe
HEXKENaHH NEKAPCTBEHH peakLUM € MoAOOHO Ha Te3H ITPU Bb3pacTHUTE (BX. TouKa 4.8).

[IpoBeneHO KIHHHYHO M3NUTBaHE 3a NoHocuMocT Pa3a [V npu neaHaTPUUHH PELIKITHEHTH Ha
61.6peyeH TpaHcnnaHT (Ha BBL3pacT o1 | 10 16 roauHu, n=57), npueMally BaNraHUHKIOBHP BEAHBK
NHEBHO B NPOABIKEHHE HA A0 200 OHH B CHLOTBETCTBHE € ANrOPHTHMA HA A03HpaHe (BXK. TouKa 4.2),
noka3ea HUcka 4yectota Ha CMV. [lpocneaasaHero cnex Neuenueto e 24 ceaMuui. Usxoguusr
ceponornueH craryc CMV D/R e D+/R+ B 45%, D+/R- B 39%, D-/R+ B 7%, D-/R- B 7% u ND/R+ B
2% ot ciywanre. CMV BHpeMus ce cbobluasa npy 3 nauMeHTH, a Npy | NauKeHT UMa NOJI03PEHHE 38
CMYV cunapoMm, Ho Toii He € notebpacH upes CMV PCR ot ueHTpanHara naboparopius. EcrecteoTo

Ha HaOnlonaBaHHUTE HEXKENAHHU IEKAPCTBEHH PeaKLMH € NoACOHO Ha TOBA NPH BL3PACTHHTE {BXK. TOYKa
4.8).

Tesn paHHK NOIKPENAT EKCTPANOJHPAHETO HA NAHHHTE 38 €(PHKACHOCT OT BB3PACTHHTE HAa AcLaTa H
OCHI'YpABAT MPENOPBKH 3a A03HPaAHE NMPH NEAHATPHHHHTE nauMeHTH. [1poBeaeHO KITHHHYHO
y3nuTBaHe Pa3za | 1a npoyusane Ha gapMakoKHHeTHKaTa H 6€30NacHOCTTA NPH NMALMEHTH C
TpaHCIUTAHTaLMs Ha Cbple (Ha Bb3pacT OT 3 ceAMHLUM Ao 125 aHu, n=14), npueMaluy eIHOKPATHA
JHEBHA 1038 BAJIFAHLMKIIOBHP B CbOTBETCTBHE C NEAHATPHUYHUSA AJITOPUTBM Ha Bo3HpaHe (BXK. TOUKA
4.2) B 2 nOCJICAOBATENHH AHH, NNOKA3BA €KCNO3ULMH, NOAOOHH Ha Te3M NpPH Bb3PACTHHTE (BX. TOUKA
5.2). [lpocnenssanero cnel neyenuero € 7 aAHU. [IpoduntT Ha He30NacHOCT CHLOTBETCTBA Ha TO3H OT
APYrHTE KIHHKYHH HINHTBAHHA NPHU NEAWATPHYHH H BB3PACTHH NALHEHTH, BHIIPEKH 4€ OpOoAT Ha
NALHEHTHTE H EKCNIO3HLMATA Ha BANTMAHUMKIIOBHP €A OrPAHHYEHH B TOBA KIHHHYHO H3NHUTBaHE.

Bpooen CMV:
EduxacHocTTa M 6€30nacHOCTTa Ha raHUMKIOBHP W/ WIH BAITaHLIMKIOBUP C& H3C/EABaHH MPH
HOBOPOAECHH M KbpMayeTa ¢ BpoaeHa CHMITTOMHa CMV uH@exums B ABe KIHHHYHH HINHTBAHHS.

B mbpBOTO KAHHHYHO H3NHUTBaHE PapMaKkOKHHETHKATa M 6€30nacHOCTTa Ha €/IHHUYHA 1032
BAJIFAHLUMKITOBHP (d030Ba rpaHuua 14-16-20 mg/kg/nosa) ca uscneapaHu npH 24 HOBOpoaeHH (Ha
Bb3pacT oT 8 10 34 nHKU) CBC CHMITTOMATHYHO BpoaeHo CMYV 3abonsasasxe (Bx. Touka 5.2).
HosopoaeHuTe ca Nnoay4YWIH [MPOTHRBOBHPYCHO JIEUeHHE B NMPOAWIKEHHE Ha 6 ceAMHLM, a 19 ot 24
NAUMEHTH CA NOTYYWIH A0 4 CEAMHLH JeUeHHe ¢ NEPOPaneH BANraHLUHKIOBHD, Mpe3 OCTaHARHTE 2
CEAMMLM NOTYYEBATH HHTPABEHO3ZHO NPWIOXKEH raHUMKN0BUp, OcTaHANNTE 5 NaLHeHTH ca
NoJTy4yaBanH HHTPABEHO3HO NMPHJIOKEH FaHLMKIIOBHP TIpe3 rofiaMa YacT OT BPEMETO B KIIMHHYHOTO
H3nKBaHe. BLB BTOPOTO KIMHMYHO U3NHTBaHe ca NPOyYBaHH €(PHKACHOCTTA H HE30MacHOCTTa Ha
NEYEHHE ¢ BANTAHUMKIOBHP B NPOABIXKEHHE Ha 6 ceaMHLM crnipaMo 6 Mecena npH 109 kppMasueTa Ha
BB3pacT oT 2 10 30 AHK che cuMIToMHO BpoaeHo CMV 3abonseane. Becuuku kbpMaueTa ca NoTy4nIH
MnepopancH BAMAHUKKIOBHD B 103a 16 mg/kg ABa IMbTH AHEBHO B NPOABLIDKeHHe Ha 6 ceaAMHuH. Cnen
6 ceaMULM Ha JIeYEeHHe KbpMayeTaTa ca paHIoOMH3KpaHy 1:]1 32 npoawnkaBaHe Ha JIEUEHHETO C
BaNTaHLHKJIOBHP B CHLUATA 1038 WIH 3a MOJTy4aBaHe Ha ChOTBETHO M1auebo 10 3apbpil
MECELIa Ha JIEYCHHE.

@l&;x' e :
I;J ' s e ST ._.:‘ .
ToBa moka3aHHe 3a JIeYEHHUE NMOHACTOALLEM HE C¢ MPENOpPbYBA 33 BATAHIHKIOBHD él,gaa’ Hoy pes. 1
KIIMHUYHHTE U3NUTBAHUA H NOTYYEHHTE PE3Y/ITATH CA TBbPIE OrPAHHYEHH, 3a 1a NOIHAIAT. -, - | . gitza
MOAXOAALLH 3AKITIOYEHHA OTHOCHO €(PUKACHOCTTA H 5€30NaCHOCTTa HA BANFAHUMKIQBEP. = - .o ¢ 4 |
' e e ' 2"- .J'.I
H"h'""-—.-:.///f
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5.2 DapMaAKOKHHETHUHH cBolicTBa

DapMakOKHHETHYHHTE CBOHCTBA HA BANTAHUHKIIOBHP ca oueheHn npu HIV- u CMV-ceponosuTusrH

nauueHTH, npH nateHT™ ¢re CTIMH v CMV petunuT 1 npu 601HK ¢ TpaHCNIaHTaUMs Ha COTHAHM
OpraHHu.

[TponoprroHanHocT Ka no3aTta no orHoweHue Ha AUC Ha raHuMKNOBHp Cliell NpuiaraHe Ha
BaJIraHLIMIJIOBUP B JO30BH rpaHdum o1 450 10 2625 mg e nokaszaHa caMo cnea HaxpaHBakHe.,

Abcopbuns

BanraHusik10BHp € NpeKypcop Ha ralUMKIIOBHP. Toil ce pe3opOupa aobpe OT CTOMaIHO-YPEBHHUA
TPakT ¥ ObP30 U B ronsaMa cTeneH ce MeTabonusupa B YpeBHATA CTEHA U YepHHS Apob 1o
raHUMKIOBHD. CHCTEMHATa €KCMO3HIINA HAa BANITAHLHKIOBHP € NpexoaHa W Hucka. BuoxnanwunocTTa
Ha FaHLMKJIOBHP, NOAYYEH OT NepopasieH NpUeM Ha BANTaHLUMKIOBHD, € npubauzurento 60% npu
BCHYKH H3CJIEIBAHH NOMyJIALMH NMALHEHTH K NOJIyUE€HaTa EKCIMOZHLMA HA FAHUHKIOBHP € noaobHa Ha
Ta3M CJIeA MHTPABEHO3HO MPHJIOKEHHE (MOJIA, BIXKTE M10-101Y). 3a cpaBHEHHE OHOHAIHYHOCTTA HA

FaHUHKNOBHD caea nepopanHo npuioxeHrue Ha 1000 mg ranumknosup (noa popMara Ha Kancynau) €
6-8%.

Baneanyuxnoeup npu HIV-nonoxcumennu, CMV-nonoxcumennu nayuenmu:
Cucremuata ekcnosnuma Ha HIV-nonoxurentn 1 CMV-n0on0XHTeNHA NALUHEHTH CER NPHNIOKEHHE
Ha FAHUUKJIOBHP H BA/ITAHLIMKIOBHP ABA ITbTH AHCBHO B NPOABLIKEHHE HA €HA CEAMHULA €:

Hokazamen Fauyuxnosup Banzanyuxnoeup (900 mg, nepopanno npunosicen)
(5 mg/kg, n=25
UHMPABEHO3HO
npUIOICEN) lanukknoBup Banranumxnosup
n=18
AUC- 121 (pg.h/ml) 28,6 £ 90 32,81+ 10,1 0,37+ 0,22
Crnax (pg/ml) 10,4+49 6,7+ 2,1 0,18+ 0,06

HokazaHo e, ye epHKaCHOCTTA HA FAHLIMKJIOBHP NO OTHOLIEHHE HA YABLDKABAHETO HA BPEMETO 10
nporpecns Ha CMYV peTHHHT xopesinpa cbe cHeTeMHaTa ekcnosnums (AUC).

Baneanyuxiosup npu nayuenmu ¢ mpancniaumayusl Ha COMUONY OPeanU.

CHcTeMHaTa eKCMO3ulMA B PABHOBECHO CHCTOSHHE HA FAHLMKIOBUP [TPH NMALMEHTH C
TPaHCIUTAHTALMA Ha COJIUAHH OPraHu CJie/l €XX€AHEBHO MEPOPANIHO NPHIOKEHUE Ha TAHUMKIIOBHP H
BaIrRHLIMKIIOBHD €:

Hoxazamen Ianyuxnosup Banzanyuxaosup (900 mg,
(1000 mg mpu momu onesno) 8COHDIC OHEBHO)
n=82 n=161
["aHUMIKNIOBHD
AUC0. 241 (ng.h/ml) 28,0+ 10,9 46,3+ 15,2
Cmax (pg/ml) 1,4+ 0,5 53+1,5

CHcTeMHaTa eKCrIo3HUMA Ha raHUHKIIOBHP TIPH PELMNMEHTH C TPAHCIUIAHTALMSA Ha ChpLE, 61r6peun u
uepeH Apod ¢ 6una nonobHa el NnepopanHo NPHIOKEHHE Ha BANMraHLMKIOBHP CTIOPEA &1rOPHTHMA
3a MPHIOKEHHE B 3aBHCHMOCT OT H1LOpeyHaTa PyHKIMSA.

Egpexmu na xpanama: "? "“"M’I & ’\\\
KoraTto sanranuMKIOBHp ce AaBa ¢ XpaHa B Npenopr4YBanara ao3a ot 900 mg, ce Ha

noBMIICHKE KakTo Ha cpeaHaTta AUC Ha raHuuknosup (npubnuaurenno 30%), Hy ¢ y ;g \
CTOMHOCTH Ha Crax H2 FAHUMKIOBHP (MpHBAK3NTENHO 14%) B CPaBHEHHE ChC CTOMMAETHTE Hn - ‘. 2
rnagHo. OCBEH TOBA HHTEPHHAMBUAYATHHTE PALIHKH B EKCTIO3HLIMATA HA raHLMK hnp haua.ngpm-' g ) e /.
NPH NPHEMAHE Ha BAITAHLMKIOBUP C XpaHaTa. [lo BpeMe Ha KITHHMYHUTE U3NHTBAHWY ~ - | 4 J-* ’
\\\‘}E TM b" -
___...-"""
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BIFAaHUHKIOBHP € NMPHIAraH caMo ¢ XpaHa. 3aToBa ce NpenopbLYBa BANMAHLKKIIOBHD 4 Ce MPHIara ¢
xpaHa (BX. Touka 4.2).

PasnpenencHue

[lopaan 0Bp30TO NpeBpBILAHE Ha BAATAHUMKJIOBHD B raHUMKIIOBHD, CBbP3BAHETO HA BAITAHLIMKIOBHP
C NPOTEHHHUTE He € onpenensHo. Ob6eMbT Ha pasnpeaenende (Vq) B paBHOBECHO CHCTOAHUE HA
raHUMKJIOBHp Cliel HHTpaBeHo3Ho npuiokeHue ¢ 0,680 £0,161 kg (n=114). ObeMbT Ha
pasnpeaeneHHe Ha i.v. MPWIOXKEH raHLUMKJIOBUP KOpEIHpa C TEIECHOTO TETJI0, KATO CTONHOCTHTE Ha
obema Ha palnipeaencHHe B CTALIMOHAPHO CHCTOAHHKE Ca B rpaHuLMTe Ha 0.54-0.87 L/kg.
I'aHUMKNIOBHP NPOHHKBA B rPBOHAUHO-MO3BYHATA TEHHOCT. CBBP3BAHETO C IUTA3MEHHTE NMPOTCHHH €
1%-2% npH KOHLIEHTpaLUKK Ha ranuukioBup oT 0.5 U 51 ug/mlL.,

buotpancdopmauns
BanraHunknoeup ce Metabonnusupa 6bp30 H B ronsamMa CTENEH A0 FAHLMKIOBKP; HE Ca OTKPHTH APYrH
MeTabonHTH. CaMHAT raHUMIJIOBHP He ce MeTaboNu3Hpa B 3HAYMMA CTENEH.

EnumuHupane
Crnen npunaraHe Ha NEpopancH BaraHLHKIOBHP, JIEKAPCTBOTO 61P30 ¢€ XHAPONH3IHPA 1O

FAHLIMKJIOBHP. | aHUHKIOBHP C€ €IHMHHHPA OT CHCTEMHOTO KPbBOOOpallileHHE Upe3 IIOMEpY/HA
¢urTpating 1 akTHBHa TyOynHa cekpeuns. [1pu nauneHTH ¢ HopmanHa 6B6peuna dpyuxuns Han 90%
OT 1.V. MPUJIOKEHUS TAHUHKIIOBHP C€ OTKPHBA HEMPOMEHEH B ypuHaTta a0 24 yaca. [py naumeHTH ¢
HOopMaiHa 016peyHa GyHKUMS NOCT-MaKCHMANHHUTE TUTa3MERH KOHUEHTPAlLlHH Ha FAHLMKTOBHP clea
MPUWIOKEHHE Ha BANraHUMKIOBHP HAMATIABAT C BpEMeE Ha NoJyenHMHHHpaHe, Bapypailo ot (.4 yaca
oo 2.0 yaca.

QapMakOKHHETHKA B CNELIHANHH KITHHHYHHM CHTYALIHH

Ileouampuuna nonyrayus

B nposeaeHo kNHHHYHO u3nuTBane Daza Il 33 npoyuBaHe Ha papMakokHHeTHKaTa M Be30NacHOCTTa
NpH NEAMATPHYHH PELMITHEHTH HA TPAHCILTAHTATH Ha COJIMAHK opraHu (Ha Bb3pacT 4 Mecena 1o 16
roIMHY, n=63) BANTAHLIHKJIOBHP € AaBAH BEIHBXK AHEBHO B NMPOABIKEHHE Ha 80 100 nHM.
DapMaKOKHHETHUHHTE NOKA3ATEH Ca CXOHH NPH BCHYKH BHAOBE OPTAHH H BL3PacTOBH IPaHHLIM H
Ca CpaBHHMH C Te3H Ha BL3pacTHHTE. [IomymauHoHHOTO dhapMakOKHHETHYHO MOAENIHPAHE NMOKA3BA, Ye
6HoranuuyHocTTa € Npuban3uTento 60%. KnupsHCHT Ce NOBIHARA MONOXKHTENHO OT TENECHATA
MOBLPXHOCT H OBLOpeuHaTa GpyHKUMA.

B nposeneno knMuuuHO H3nuTeale Pa3a I 3a npoyuBase Ha dpapmMakoKHHeTHKaTa H 6e30nacHOCTTa
NpH NEeAHATPHYHH PELMITHEHTH C TPAHCTUIAHTALIMA Ha ChpLe (Ha BB3pacT oT 3 ceAMHUH a0 125 aHH,
n=14), BAIraHUHMKIOBHP € AaBaH BEHBHXK JIHEBHO B MPOABDKCHHE HA NB& JHH OT H3NHTBAHETO.
[lomynaunoHHaTa apMaKOKHHETHKA H3YHCIIABA CpelHa OHOHATHYHOCT OT 64%.

CpaBHeHHME Ha pe3ynTaTHTE OT T€3H ABE KIHHHYHH H3NMUTBaHKA M (PapMaKOKHHETHUHHTE pe3yJITaTH
OT BB3PACTHaTA NOMyJalHA MoKa3lea, 4e rpaHuuHTe Ha AUC) 24n Ca MHOTO CXOAHH BbB BCHYKH
BBb3PACTOBH IrpyNH, BKIIOYHTEIHO Bb3pacTHHTE. CpeaHHuTe CTORHOCTH 38 AUCh24n B Chnax CBLLO Ca
CXOAHH B NMEAHATPHYHHUTE IPYNH Ha Bb3PacT <l2 roauHH, BLIPEKH Y€ CHIIECTBYBa TEHACHLIMA 32
HamangasaHe Ha CpeAHUTE CTOMHOCTH H8 AUCq.24n H Crax B Ll€NTHS NEAHATPHYEH BB3PAcTOB ANANA30H,
KOETO H3rNexa KOPEJHpa ¢ yBenHuapailara ce Bb3pacT. TasH TeHACHUMA € NO-0UeBH/IHA MU
CpeAHHUTE CTOHHOCTH Ha KIHpPBHCA U NOAYKHBOTA (t12). ToBa o6ave TpabBa Na ce 04aKBA, THil KaTo
KNHPBHCHT CE MOBNHABA OT IPOMEHUTE B TETJIOTO, pbeTa H ObOpeuHaTa GyHKUHA, CBBP3aHH C

B cnennata Tabnuua ca 06obienn u3uncnenute or moaena rpaHuud Ha AUCq.24n
TE3H ABE KNMHHYHH H3MHTBAHUSA, KAKTO H CTOHHOCTHUTE HAa CPEAHOTO H CTAHAAPTH

Bb3pPaCTHHTEC!
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DK HHokazamen Byipacmuu* | Heduampuunu nayuenm
>18 roguHu <4 Meceua 4 meceua - <2 | >2-<12 >12 roguHK —
(n=160) {(n=14) roJHHH roIMHH 16 roauHu
(n=17) (n=21) (n=25)
AUCo 240 (ngh/ml) | 46,3+ 15,2 68 + 19,8 64,31+ 2972 59,2 + 15,1 50,3+ 15,0
Jnana3oH Ha 154-116,1 34 -124 34 -152 36 - 108 22-903
AUCo.24n
Crmax (pg/ml) 53+1,5 10,5 + 3,36 10,3+ 3.3 94+27 80+24
Kmpnac (I/h) 12,7+ 45 1,25 £ 0,473 25+24 45+29 6,4+ 29
ti2 (h) 6,5+ 1,4 1,97 £ 0,185 3,1 14 41+13 55+1,1

* NipneyeHu OT JOKIA] HAa KIHHHYHO M3nuTBaHe PV 16000

JlozaTa Ha BAINAHUMKIOBHP B JBETE H3NUTBAHMA, OITHCAHHU NO-TOpeE, C NPHIIOKEHHE BEIHBXK AHEBHO
Ce OCHOBABA Ha TeNecHaTa NoBbPXHOCT (BSA) u kpeatunnHosus kiupbsHC (CrCl), nonyuenu upes
MoaudHLHpaHa dopmyna Ha Schwartz W U34YHCIeHH C MOMOLUTA Ha ANTOPHTHMA 3a AO3HpaHE,
NpeaCTaBEH B TOUKa 4.2.

®apMaKOKHHETHKaATa Ha NraHIHKNOBHP CJIEA MPWIOKEHHE HAa BANITAHLIMKJIORHP ChILO € OLICHEHA B 1BE
KIIHHHYHH H3MHTBAHHA MTPH HOBOPOAEHH H KbpPMayeTa CbC CUMITTOMATHYHO BpoJeHo CMV
3abonapane. B mppBoTO KNHHHYHO W3NHTBaHE 24 HOBOPOAECHH Ha Bb3pacT 8 1o 34 AHH ca NOMYYHITH
6 mg/kg raHLMKIOBHP HHTPABEHO3HO JBA MbTH AHEBHO. Cliell TOBA MALMEHTHTE Ca JIEKYBAHH C
nepopaeH BaNraHUMKIOBHD, MPH KOETO A03aTa BAIFAHLIMKJIOBHP Mpax 3a NEpopaeH pasTBOp BapHpa
ot 14 mg/kg no 20 mg/kg nsa mbTH nHeBHO. O0WIATA NPOALIDKUTENHOCT HA JIEUYEHHETO € 6 CEAMULIM.
Jlo3a ot 16 mg/kg ABa MbTH AHEBHO BANTAHLMKIOBHP NPAx 3a NEPOpajieH Pa3TBOp OCHIYPABA
€KCNO31LUHA Ha raHLUMKIO0BUP, cpaBHMMa ¢ 6 mg/Kkg raHLIMKNOBHP HHTPABEHO3HO B MBbTH JHEBHO
NMPH HOBOPOIEHH, KaTO ChIIl0 AOCTUIA EKCMOIMLIMA HA FMAHUMKIOBHD, CXOAHA ¢ ePEeKTUBHATA
HMHTpaBeHO3HA J03a OT 5 mg/kg npH Bb3pacTHH.

Bbs BTOpOTO KAMHMYHO H3nuTBaHE 109 HoBOpoAEeHH Ha BB3pacT OT 2 no 30 aHKU ca nonmy4aBanH 16
mg/kg BANraHUHKIOBHP Npax 3a NepopaieH pa3TBOp ABA ITETH AHEBHO B MPOIL/DKEHHE HA 6 CEAMHULIM
1 cnea Toea 96 ot scuukuTe 109 BrIIOYEHH NALUMEHTH Ca PaHAOMH3MPAHH 14 NPOABJKAT A4
NOMy4aBaT BANTMAHIMKNOBHP WiH miauebo B npoawnkeHHe Ha 6 Mecena. Cpeanara AUC,. 12, 0Oaue e
NO-HUCKA B CpaBHEHHE CbC CTOHHOCTHUTE Ha cpenHaTa AUCq. 2, B MbpBOTO KIIMHMYHO H3NUTBaHe. B
Tabnuuara no-aony ca nokaszaHn cpeaHnTe cToHHOCTH Ha AUC, Chax, H t172, BRTIOYHTENHO
CTaHIAPTHHUTE OTKJIOHEHHA, B CPABHEHHE C JAHHUTE MNP BH3PACTHH!

@K noxazamen Ba»3pacmnu Ileduampuunu naysuenmu (HosopodeHu u Knpmaiema)
5 mg/kg GAN 6 mg/kg GAN 16 mg/kg VAL 16 mg/kg VAL
Envoxparha noza | /Ipa m»tH aHeBHo | JIBa meTH aHeBHO | JlBa MBTH JHEBHO
(n=8) (n=19) (n=19) (n=100)

AUCq.« (pngh/mL) 25,4 + 4,32 - - -

AUC 12n (ngh/mL) . 382+427 30,1 £ 15,1 20,85 £ 5,40

Conax (pg/ml) 9,03 + 1,26 129+ 21,5 5,44 £ 4,04 -

tiz2 (h) 3,32+ 0,47 2,52 £ 0,55 2,98 + 1,26

GAN = "aHUMKIOBHP, MPHAOKEH HHTPABEHO3HO ! 3
VAL = BanraHuuknoBup, NpuIoKeH NepopanHo X

Te3n naHHH ca TRBpAE OrpaHHYEHH, 3a Aa MO3BOJIABAT 24 Ce HaMpaBAT 3ammqeuum crupcuo K
e(PUKACHOCTTA WIH NPENOPDHKH 38 J03HPAHE NPK NEAHATPHYHH NalHEHTH C Bponeua‘CEjV/mpxam

"‘h—-—
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Cmapuecka eéb3pacm
He ca nposexxaaHnd uicaeasaHHg Ha (PapMaKOKHHETHKATA HAa BAIFAHLHKIOBHD HIH F@HUHKIOBHD NPH
Bb3pacTHH Haj 65-roamiiHa Bb3pacT (BK. Touka 4.2)

Hayuenmu c 6vbpevno yapesxcoane
PapMaKOKHHETHKATA Ha FTRHLIMKAOBHD C/lell eAHOKpaTHa A03a 900 mg BaNraHUMKIOBHP € OLieHEHa
npu 24 uHaue 3xpaBy HHIHBKUIM ¢ OBOpeYHO yBpexKaaHe.

GapMaKOKHHETHYHHN NOKA3ATENH HA FTRHHWKIIOBUP CNell €JHOKpaTHa 103a oT 900 mg BaIraHLMKIOBHP
TabneTKH npy nauueHTH ¢ 6HLOpeuHo yBpexaaHe:

3YHCJIeH N HAHM KJIHPbHC UClast (pg'-h/mL) pemMe Ha
peaATHHHHOB mL/min) Cpeano £SD peano +SD Fonye.ununnnpane
HPBHC yacone) Cpeano +SD

mL/min)
1-70 6 1249 + 99 M9.5+224 M85+1.4

P1-50 6 136+ 64 91.9+43.9 10.2+ 4.4

11-20 b kst D23 + 46 P1.8+5.2

< 10 6 [12.8+8 366 * 66 67.5 + 34

HamaneHnaTa 660peuHa @yHKUHS € JOBena N0 HAMATEH KIIHPBHHC Ha FMAHLUUKIOBHP, NMOMYYEH OT
BAIFAHUMKIOBHP, CbC CHOTBETHOTO YBEJIHUEHHE HA TEPMHHANHOTO BpEME Ha MONYyEITHMHHHUPAHE.
[Mopaau ToBa ce Hanara KOpUrMpaHe Ha J03aTa NpH nauMeHTH ¢ 6s6pedHo yBpexknaHe (Bxk. Touky 4.2

n 4.4)

[layuenmu, noonoxcenu Ha xemoouanusa

[Tpy nauMeHTH Ha XeMOAMAIH3a HE MOMaT Aa ¢ NaAaT NPEenopbLKU 3a JO3HpaHE Ha BAIraHLIHK/IOBUD.
ToBa e Taka, 3aL10TO HHAKBHAYAIHATA 4033 Ha BAJIFAHUMKIOBHP, HEOOXOAHMA IMPH TE3H MAUMEHTH, €
no-mManka ot 450 mg Tabnerka. [opaau Tosa, AJIBAHOLMUT He TpaOBa aa ce U3nosn3ea NpH Te3H
nauueHTH (BXK. ToukHn 4.2 n 4.4).

Cmabuinu nayuersmu ¢ 4epHoOpoOHa mpancnaanmayua

B enno oOTKpHTO KpBCTOCaHO NpoyuBaHe oT 4 yacti (N=28) e u3cneapana ¢apMakOKHHETHKATE Ha
raHUMKIOBHP, NOJYYEH OT BAIMAHLMKIOBHP, NPH cTa0WIHK NAaLMEHTH ¢ YepHOApoOHa
TPaHCIUIaHTALMA. BHOHANIMYHOCTTA Ha raHIMKIOBHP, MTONYUYEH OT BANTaHLMKIOBHP, Cl1el €AHOKPATHA
no3a ot 900 mg BanraHUKHKNOBHP ¢nien HaxpansBaHe € npubawsurenno 60%. AUCO-24y Ha
raHUMK/IOBHP € CpaBHHMA C Ta3H, NoJydeHa npH 5 mg/kg MHTPaBeHO3¢H raHLHKJIOBHP NPH NAUHEHTH

¢ YepHOApOoOHa TpaHCINaHTalLus.

Hayuenmu ¢ weprodpobro yepesicoare

BesonacHOCTTa M e(PMKACHOCTTA HA BAJITAHLIMKIIOBHP HE Ca H3C/ICABAHH NMPH NALIMEHTH C
yepHOAPOOHO yBpexkaaHe. UepHoapobHoTo BpexaaHe He Ou Tpabeano na noBnusABa
¢$hapMaKOKHHETHKATA HA MAHLIMKIIOBHUP, Thii KATO TOM ce eKCKpeTHpa npe3 6nbpeumTe ¥ nopaan ToBa
HE ca HAMPAaBEeHH CneLMPHYHH NPEenopPbKH MPH JO3HPAHE.

TITayuenmu c myxosucyuoosa

B eano dapMakoKHHETHYHO npoyyBaHe ¢a3za I npu peuunueHTH ¢ 6eoapobHa TpaHCIIAHTALMA CBC
wiH 6e3 mykxosHcunaoza (CF) 31 naumentn (16 CF/15 ne-CF) ca nomyywnu mocr-
TPaHCNNaHTaLMOHHa npodunakTuka ¢ 900 mg/aneBHo BanraHumMknosup. IlpoyusaHero nokassa, 4ye
MYKOBMUCLIM103aTa HE MOBIHABA 3HAYMMO CHCTEMHATA €KCITO3MLIMA Ha MAHLHKJIOBUP N -*-\\h\

GesnoapobHa TPAaHCILNAHTALIMA € CPABHHMA ¢ €KCMO3MLMATA ¢ 10KA3aHa ¢PHKacH
Ha CMYV 3abondapaHe NpH peUUNEEHTH ¢ TPAHCIVIAHTALMA HA APYTH COTHAHHU Op

19




5.3 IIpeaknHAR9YHR NaRHA 32 6e3onacHOCT

BanraHumMiJioBHp € nNpeKypcop Ha raHLMKJIOBHP H 3aTOBa e(eKTHTe, HabMoaaBaHU ITPH FaHLMKJIOBHP,
Ceé OTHACAT W 3a BANTAHUMKIOBUP. TOKCHYHOCTTA Ha BANIFAHUMKIOBHD B NPEAKIMHHYHUTE
Mpoy4YBaHHA 3a De30NacHOCT € ChLINATa KaTo HabuioAaBaHaTa NPH FMAHUMKIOBUP W € UHIYLMpaHa npy
€KCMO3HLIME Ha HHBA HA NRHUMKNOBHP, CPABHHMH HIH NO-HUCKK OT TE3H NPH YOBEKA cnea
NMPWIOXKEHHE Ha BbBEXAalla J034.

Te3n HaxoAKH ca rOHAAOTOKCHYHOCT (3aryfa Ha KJIETKH OT TECTHCHTE) H HEQPOTOKCHUHOCT (YPEeMHA,
K/I€TbYHa AereHepanus), KOUTO ca HeoOpaTHMHK; MHMENOTOKCHYHOCT (aHEeMHA, HEYTPONEHHA,
JTUMQOLIMTONEHHA) H CTOMALIHO-YPEBHA TOKCHYHOCT (KNeTbYHa HEKPO3a Ha JINraBULIATa), KOHTO ca
obpaTiMu.

["aHLMKNOBHP € MyTareHeH B MUK THMOHH KIETKH M € KIaCTONCHEH B KNETKH Ha Go3aiiunum. Tesu
pe3ynTaTH CLOTBETCTBAT HA MONOXKHTEAHHTE PE3YATATH OT NPOYUBAHETO 38 KAPLUMHOIEHHOCT HA
FAHLUKAOBHP NMPH MUUIKKW. [[aHIMKNOBHP € NOTEHLMAICH KAPLUHHOTEH.

[To-HaTATHLIIHK H3NHTBAHKUA NOKA3BAT, Y€ NAHUMKIOBHP HMa TEPATOreHeH, eMOPHOTOKCHYEH,
HHXHOHpa cnepMaToresesara (T.€. yBpexxaa pepTUIHOCTTa NPH MbXkKa) ePeKT H NOoTHCKA depTHaUTeTa
NpH KEHATA,

JlaHHMTE NPH XKHUBOTHH MOKA3BAT, Y€ FaHLIHKIIOBHP CE€ CEXPETHPa B KbPMATA Ha KbPMELLIM ILUTBXOBE.
6. G®APMAILIEBTHYHH JAHHH

6.1 CnHcbk HA NOMOIMHATE BEINECTBA

Hopo wa mabremxama:
MukpokpucTaina uenmynosa (E460)
Kpocniosuaon tvn A (E1202)
[ToBunon (K-30) (E1201)
Creapunona kucenuna (E570)

Duamupawjo noxpumue:
Xunpomenosa 3 cP (E464)
Xunpomenosa 6 cP (E464)
TwranoB nuokcua (E171)
Makporon 400 (E1521)
YepaeH xeneseH okcua (E172)
[Moancopbar 80 (E433)

6.2 HecnBMeCTEMOCTH
HenpunoxuMmo.

6.3 Cpox Ha roasocr
3 roavHHM.

CpoOKBT Ha roaHOCT cliell ITbPBOTO OTBAPAHE HA OYTHIKATA OT MOJWETUNIEH C BHCOKA [UTBTHOCT
(HDPE) e 2 mecena.

6.4 CoenHaaHR yC10BHS HA CLXPAHEHHE o N
n ) \\‘.}
' ~U
To3u nexapcTBeH NPOAYKT HE U3HCKBA CNIEUHAIIHH YCIIOBHA 38 ChXPaHEHHE. : ﬁ;f*mﬂ NV \
" & 3 4 4 ‘I

6.5 Bua s cLALPXKAREE HA ONAKOBKATA

- F
. [ | "

P N TN
| lT." i S

= _"._‘; Lo A r"
baucrepu ot OPA-anymMmuHni-PVC/anyMuHnH, ¢ BTOpHYHA ONAKOBKAa KAPTOHEHA Kﬁ'ﬂﬂ 60 Gnencw«
& m,.ﬁb‘“

\_
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bytunka ot nonHernien ¢ Bucoka nrbTHocT (HDPE), 3ammbiiHeHa ¢ TAMIOH OT NPEYHCTEH NaMYyK, CbC
3alHTeHa OT AeLa NOMHNPONHICHOBA Kanayka ¢ BHHT M MEKO YIUTbTHEHHE (H3paboTeHo oT paMKa,
80CHK, Goano, PET u ToruinHen neyat): 60 tabnetkm.

He acHykn BHIOBe oNakoBKH MOXe 4a ObAaT MycHATH B npoaaxksa.
6.6 CrnenHanHH npeaAna3nH MepKH NPH H3XBLPJ/ISHE B paboTa
Hen3non3paHHAT EKAPCTBEH NPOXYKT WIH OTNAABYHHTE MATEPHAITH OT HEro TpabBa Aa ce H3IXBLPJIAT
B CbOTBETCTBHE C MECTHHUTE H3HCKBaHMA.

7. TNIPHTEXATEJI HA PAPELHIEHHETO 3A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

Yewka pernrybnuka

8. HOMEPA) HA PAZPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20150044

9. JATA HA ITBPBO PA3ZPEIIABAHE/INOJHOBABAHE HA PAPEINEHMETO 3A
YIIOTPEBA

Hata Ha mepBo paspewanane 02.2015 r.
Hara Ha noagHoBaABaHe: 09.07.2019 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

28.01.2025 r.

Y

L
\\
&

At e ch o s
Sl n,ﬂ; h .J -

- —

21




