KPATKA XAPAKTEPUCTHUKA HA ITPOJIYKTA st ) Rp

1. HUME HA JIEKAPCTBEHHSA ITPOJYKT /26 o 10 -03- 2028
Banuur 450 mg dunmupanu tabnerku

Valcyte 450 mg film-coated tablets

y A KAYECTBEH U KOJIMYECTBEH ChCTAB

Besika punmupana rabnetka cbaspia 496,3 mg BaIraHUMKIOBHD XHAPOXIOPHA (valganciclovir
hydrochloride), exBuBanenten na 450 mg BAJITAHIHKIJIOBHD (KkaTo cBoboaHa 6asza).

3a MbJIHKA CNMCHK HA MOMOLUHMTE BEILIECTBA, BUXKTE TOUKa 6.1,
3. JIEKAPCTBEHA ®OPMA
DunMupanu TabneTku

Po3oBH, H3nbkHanK, oBanuu GpunMupanu Tabnetku, ¢ rpapupan Haanuc “VGC” or ensata cTpaHa u “450” or
ApyraTa CTpaHa.

4. KJIHHWHWYHHU JAHHH
4.1 TepaneBTHYHH noKa3aHus

Banuut e nokasau 3a BbBEXIALLO U NOJTBPIKALLO JIEYEHHE HA uuTomeranoupyce (CMV) petunut npu
BB3pacTHH MAUHEHTH ChC CHHAPOM Ha MpuaoOuTa MyHHa HegoctarbuHoeT (CITUH).

Banuut e nokasan 3a npounaktika Ha CMV 3a6onspane npu CMV-oTpruatenHu Bb3pacThy u Aena (Ha

BB3PACT OT PAKAAHETO 10 18 rofHHK), KOHTO Ca NOJYYHITH TPAHCILIAHTAT Ha CONMAEH opran oT CMV-
MOJIOKHTENCH JOHOp.

4.2 Jlo3npoBKa H HAYHH HA NPHIOKEHHE

Qosupomca

Buumanue — CTPHKTHOTO criasBane Ha NpenopbLKATE 3a J03HPaHe € MHOTO BAKHO, 32 /12 ce H3berte
npeposupane (B, ToukH 4.4 u 4.9).

BanranuukioBup 6bp3o 1 B ronama creneH ce MeTaGoNM3Mpa 10 FaHIMKIIOBHP Clie/ MepopaeH IpHeM.
[lepopankoro npuiokenue Ha BanranuuiioBup 900 mg ABa MTH IHEBHO € TEPANEBTHYHO eKBHBANIGHTHO Ha
MHTPABEHO3HMSA raHLMKIOBHDP 5 mg/kg ABa MbTH JHEBHO.

Jleuenune na nuromeranosupyc (CMV) perunur
Bvspacmuu nayuernmu

Buweeacoauyo nevernue npu CMV pemunum

[Tpn nauuenTy ¢ akruseH CMV peTHHHT npenopbyukTensata 1o3a e 900 mg BANITaHLIUKJIOBUP (,ruae TabJeTku
Banuut 450 mg) ABa MbTH AHEBHO B Npoab/DKeHKe Ha 21 1eHa, KaTo, KOraTo € Bb3MOXKHO, Tp4

npuema ¢ xpana. IIpoab/IKHTETHOTO BhBEK AL JIeUEHHE MOXKE 1a YBEHYH PHCKA OT KOgf
TOKCHYHOCT (BK. TOuKa 4.4).



Hodowvpocauo nevenue va CMV pemunum:

Crient BbBeK 110 NEUEHHE WIM IPH TAUHEHTH C HeakTHBeH CMV petnHuT NpenopbYNTENHATA 1033 € 900 mg
BaNraHuuknosup (ase Tabuetkn Banuut 450 mg) BeHEK IHEBHO, KATO, KOFaTO € Bh3MOKHO, TpsA0Ba f1a ce
npreMa ¢ Xpasa. [TauneHTy, NpH KOMTO PETMHHTBT Ce BIOLIH, MOXKE Aa IOBTOPST BbBEAARIIOTO IEYEHHUE,
Tpa6sa, obave, 1a ce MMa NPeABHT BB3MOXKHOCTTA 33 HANMYHE HA PEIMCTEHTHOCT HA BHPYCA KbM
NEKapcTBOTO.

Hpozrbnmmenﬂocwa Ha MOALBPHKALOTO JNCUCHHE TPHGBa Aa ¢e olpeaels HHAUBUAYAITHO,

Tleduampuuna nonyaayus

BesonacHocTra u emkacHocTTa Ha Banunt 3a neuenue na CMV peTHHUT He ca YCTAHOBEHH MPH 2ICKBATHH H
A00pE KOHTPONRMPAHH KIHHUYHH M3NMHTBAHHA IPH NEAHATPHYHH NALMEHTH,

Hpodunakruka na CMV 3alossiBane npu TPAHCIUIAHTALAS HA COJIHIEH oprau

Buspacmnu nayuenmu
ITpn naumnenTy ¢ 6uOpeyHa TpaHCINAHTALMSA NPENOPLYMTENHATA 1032 € 900 mg (aBe TabneTku Banuut
450 mg) BeAHBXK AHEBHO, KATO Ce 3an04He 10 10 [HM Cles TPAHCIMAHTALMATA H ce nponbmxa 10 100 guu

¢nen TpancniaHTaumsTa. Ipodunaktikara Moxe Aa ce poAbIku A0 200 IHM CAeA TPAHCTLIAHTALMATE (B,
To4KH 4.4, 4.8 1 5.1).

Tlpu MauKEeHTH, KOHTO Ca TIONYYUAM TPAHCINAHTAT Ha CONHEH OPTaH, HO He GBOPEK, NPENOPEIATEHATA 1032
e 900 mg (ase TabneTkn Banuut 450 mg) Beaus:x AHEBHO, KATO ce 3anoyHe 10 10 1um crex
TPAHCNJIAHTALMATA H C€ MPOXBIIKK 40 100 JHH Cliel TpaHCTITaHTAlHATA.

Korato ¢ Bp3moxHo, TabnerknTe TpsOBa Aa ce NpHEMAT ¢ XpaHa.

Heduampuuna nonyrayus

Tlpu neayaTtpuyny NAMEHTH ¢ TPAHCILIAHTAUMS HA CONMAHN OPrahu Ha BB3PACT CJIe] PAXAAHETO, HAIOKEHH
Ha pHCK OT passurHe Ha CMYV 3abonsBaHe, NpenopbysaHata 103a BaluuT seaub® DHEBHO Ce OCHOBABA Ha
TIIOIITA HA TeNecHaTa MoBbPXHOCT (BSA) M kpeaTunHHOBHs KaupbHe (Cler), nonysen no dopmynara Ha
Schwartz (ClerS), u ce n3uncisBa ¢ IoOMOoLTa Ha YPABHEHHETO N0-207Y:

Ilennarpuyna nosa (mg) = 7 x BSA x ClerS (Bux no-gony dopmynata na Mosteller 3a BSA u ¢opmynara Ha
Schwartz 3a KpeaTHHHHOBHS KIMPBHC),

AKO n34HCNIeHHAT No Schwartz KpeaTHHUHOB KIHPBHC HaaxBepas 150 ml/min/1,73m?, Torasa B YPaBHEHHETO
TpsA6Ba 11a C& H3M0/13Ba MAKCHMANTHA cTolHocT oT 150 ml/min/1,73m?:

Bucowuna (cm) x Tezno (kg)
3600

MostellerBSA (m*) = \/

k x Bucouuna (cm)

Schwartz Kpeamununos Kaupvue (ml /min/1,73m*) =
Cepymern Kpeamunun (mg / di)

KbaeTO k = 0.45* npn nauueHTd Ha BB3pACT < 2 roauuu, 0,55 3a MoMueTaTa Ha BB3pacT oT 2 1o < 13 rofuHu

H MOMMYETATA HA BB3pacT OT 2 10 16 roauuu n 0,7 3a MoMuetaTta Ha BB3pacT oT 13 10 LerOaupm; By
AO3UPAHETO 33 BL3PACTHH [IPY NEALUMEHTH NO-TOJIEMH OT 16-TOAKILHA BE3PACT. = .




Hanewure cToliHOCTH Ha k ce ocHOBaBaT Ha MeToa Ha Jaffe 3a u3MEDBAHE HA CePYMHHA KPEATHHHH 1 MOKE
A Ce HAIOKH KOPEKIHA, KOraTo Ce H3NOA3BAT EH3HMHH METOH.

*3a CbOTBETHHTE CYGNONYIaLUHH MOXE /13 € HEOOXOMMMO ChIIO M TIOHHIKABAHE HA CTONHOCTTA Ha K (nanp.
NMPK NEAHATPHYHH [TAUHEHTH C HHCKO TETJIO IPH PAXIaHETO).

Ilpu neguatpiuny nauuenTH ¢ GuGpeyHa TPAHCINAHTALMS (PEOPLYBAHATA 032 BEAHBXK THEBHO B mg
(7 x BSA x ClcrS) 1psabBa 1a 3anoune fa ce npunara no 10 guv cnen TPAHCNNAHTALHATA W 1 NPONBIAHU 10
200 nHu cney Hes.

Ilph nesuaTpPHYHM NALMEHTH C TPAHCTNAHTALUMA HA CONHAHH OPraHu, pasaHuHy ot Ownbperure,
NpenopbHBanaTa 1038 BeAHbx AHEBHO B mg (7 x BSA x ClerS) Tpabsa na 3anoune na ce npmiara 1o 10 1xu
CJien TpaHCMMAHTAUMATA H A Tpodbiikd Ao 100 quH cneq Hea,

3a nonydasane Ha AeHCTBHTEHATA 038 33 NPUIOKEHHE BCHYKM M3UHCAEHH [O3H TpadBa na ce 3aKpbrisT
KbM Hai-0IH3K0TO NOBMILIEHHE ¢ 25 mg. AKO H3YMCIeHaTa 03a Hanxebpias 900 mg, Tpadsa na ce [IPHICKH
MakCHManHa 7103a oT 900 mg. IepopanuusT pa3TBOp ¢ NPeANOMHTAHATA JEKAPCTBEHA dopma, Teit kaTO TOI
TO3BOMABA Ad C€ NPHJIOKH 1034, H3UHCICHA CNOpea ropHaTa gopmyna. Moke o6aue aa ce w3nonssar Banuut
Guiamupany TabeTku, ako H3MYHCIEHHTE 103 €3 B paMkuTe Ha 10% OT HAHYHHTE TaBIeTHH JO3H M
TAUHEHTLT MOXeE Ja npernbiia tabnetkd. Hanpumep, ako usuncnenata 1o3a e mexay 405 mg u 495 mg,
MOXE 1a ce Npueme €1Ha TabaeTka ot 450 mg.

IlpenopbuBa ce penoBHO Na Ce MPOCNENSBAT HHBATA HA CEPYMHHS KpeaTHHWH W [a Ce MMaT (peaBH]
MPOMCHATC B pPLCTa M TEICCHOTO TErNO, KATO A034Ta C€ AaNTHpa ChOTBETHO N0 BpeMe Ha MepHoia 3a
npodunakTuxa.

Creunaniy HHCTPYKUMH 33 A03HMpaHe

Hleduampuuna nonyaayus:
[Ipu nequaTpHYHY NALKEHTH C TPAHCIIAHTAUMA HA CONHICH OpraH J103Hpaneto TpsbBa na ce
HHIHBHIYaNH3Hpa Bb3 OCHOBA Ha ObOpeUnata PyHKINS U TellecHaTa MOBBPXHOCT HA NALHCHTA.

Hayuenmu 6 cmapuecka evspacm:

bezonacHOCTTa H eMKACHOCTTA He ca YCTAHOBEHH NPH Tas3 ToMyJatuua naument. He ca NpOBEXAAHH
MpOY4BAHHAA IPH Bb3PACTHK Haz 65-rOAHILKA Bb3pacT. Thit kKaTo GLOPEUHHAT KIHPLHC HAMANABA C
Bb3pacTTa, Banunt Tpabsa aa ce Npuiara npu MAUHEHTH B CTapYeCcka BB3PACT, KATO CIICLMAIHO Ce OTYHTA
OBOpedHHAT uM cTaTyC (BIKTe TabnHuaTa Mo-nony) (BX. Touka 5.2).

Hayuenmu ¢ Gvbpeuno yepexcoane:

TpabBa pa ce npoc/ensBaT BHUMATEHO HUBATA HA CEPYMHUS KPEaTHHUH WM UIUKCIICHUS KpeaTHHHHOB
K1upBHC. Heo0X01HMO € KOpHTHpaHe Ha A03aTa CLLOPE/ KPEATHHMHORKS KIHMPBHC, KAKTO & TTOKA3aHO B
Tabnuuata no-gomny (Bx. Touku 4.4 u 5.2),

KpeatunnnoBust knupbHe (ml/min) Mosxke Aa ce M3UHCIH OT CCPYMHHA KPEATHHHH No ciieiHara gopmya;

[Ipu mbxke = (140 — Bp3pacTTa [roanHu]) X (TenecHoto Terio [kel)
{72} x (0,011 x cepymuua kpeatnHun [Mukpomon/1])

[Ipy smenn = 0,85 X croHHOCTTA IPH MBXKETE

. [Monabpxala no3a/nos3a npu o RTARA .
Cler (ml/min) Bbeexkaaltia 103a BaNITAHUMKIOBHD AABP Banulfani Hchl)Bup p %ﬁf}&f«

> 60 900 mg (2 Tabuetku) 2 NbTH JHEBHO 900 mg (2 Tabnetku) | nur M




40 - 59 450 mg (1 TabneTKa) 2 NETH AHEBHO 450 mg (1 Tabnerka) 1 BT AHEBHO

25-139 450 mg (1 Tabrerka) 1 nbT IHEBHO 450 mg (1 rabnetka) npes 2 Quu
10 - 24 450 mg (1 rabaerka) npes 2 aHH 450 mg (1 Tabnerka) 2 MLTH ceAMUUHO
<10 He ce npenocprusa He ce npemopbusa

Hayuenmu, nodroxceny va xemoduanuza:

He moxe 1a ce nafaT npenopsky 3a J03UpaHe NpH AAITHEHTH HA XEMOAHARH3A {kpeaTunuHOB KnupwHC (Cler)
< 10 ml/min). Eto zawo, Banuut Gpunmupann Tabnetku ne Tpabaa a ce H3mon3sa MpH TE3H MAUHEHTH (B,
ToukH 4.4 1 5.2).

Hayuenmu ¢ yepnoopobro yepexcdane:
BesonacuoctTa 1 eukacHoeTTa Ha BaIuuT TabneTku He Ca YCTAHOBEHH IIPH IALHEHTH ¢ 4epHOApOOHO
yBpexaaHe (Bx. Touka 5.2).

Hayuenmu c mexcka nesKoneHus, HEYMPOREHUS, AHEMUS, MPOMOOYUMOnEHIS 1 naMYUMoONerus
Buskre Touka 4.4 mpeny 3anouYBaHe Ha NEUCHHETO.

AKO HMa 3HA4HTENHO BIOUIABAHE HA KPBBHATA KAPTHHA 110 BPEME Ha fievenne ¢ Banuur, Tpabea 1a ce
OOMHCIH TEYEHHUE C XEMATONOETHYHH PacTexun HakTOPH W/HNH IpeKbCBaHe Ha npuema (Bx. TOUKa 4.4).

HauuH Ha npuaokenue

Banuur ce npuaara nepopanHo 4, KOraTo e BB3MOKHO, TPAOBA 1A ce ipHeMa ¢ XpaHarta (BxK. Touka 5.2).

[1pn neanaTpuunnTe NAUHEHTH, KOHTO He MOTAT fia npueMat Banuut duaMHpanu TabneTku, mMosxke na ce
npunoxH Banut npax 3a nepopanua cycreHsus.

IIpeonasnu mepru, koumo mpabea da Gvdam e3emu npedy paboma Coc Unl NPUIONCERUE HA AEKAPCMEEHUA
npocyKm

Tabnetkute ne Tpabsa Aa ce Yynar uau ga ce Maukar. Thif kaTo Balmut ce cunTa 3a NOTEHIMANEH TEPATOreH
H KapLUHHOTER K 4oBeKa, TpAOBa 1a ce BHuMaBa Npa paBoTa cbe cuyneny TabneTkH (Bx. Touka 4.4). Tpadea
Ja ce H305rBa JHPEKTEH KOHTAKT Ha KOXKATA HIIM THraBHIIHTE ChC CYYTIEHU WY CMayKaHU TaBleTxu. [pu
BB3HHKBAHE Ha TAkbB KOHTAKT, MACTOTO TPAGBA A Ce H3MHUE OOHIHO ChC CanyH H BOAA, OUMTE d C& MPOMHUAT
CBC CTEPHJIHA BOJIA MK € YHCTA BOJA, aKO HAMA CTEPUIHA.

4.3 IpoTHBONOKA3IAHKA

Bayluut e npoTiBonoka3aH pH RALMEHTH CbC CBPbX4YBCTBHTENHOCT KbM BAAFaHUHKIOBHP, FaHLHKAOBHP
HIIH KBM HIKOC OT NOMOINHKTE BEILICCTBA, M30pOoeHH B TouKa 6.1,

Banuur e npotuBonokasan no BpeMe na KbpMeHe (BX. Touka 4.6).

4.4 Croeupanan npeaynpexaeHus U NpeINa3HA MEPKH MPH YNOTpe6a

KQ’bCTOCElHa CBDBEXYYBCTBHTEIHOCT

ITopaan cxofcTBO B XUMHEYECKATa CTPYKTYPA HA TAHUMKIIOBHP C TA3H HA AUMKJIOBHP H TIEHLIMKIIOBHD €
BB3MOXKHA KPHCTOCAHA PEaKI{is Ha CBPbXHYBCTBUTENHOCT MEXULY TE3H NEKAPCTBA. 3aTOBa TPAOBA /1a e
BHHMAaBa, KOTaTo C¢ ApeaAnicsa Batunt Ha nauuenTn ¢ 3BeCTHa CBPBXuYBCTBUTENHOCT KbM AUMKIOBHD WK
TIEHLIMKIOBHP (WIH KBM TEXHHTE IPEKYPCOPH, ChOTBETHO BANALIMKIOBHD UITH (aMUMKIOBHP).

MyTareHHoCT, T€PaTOrEHHOCT, KAPUMHOTeHHOCT, (hepPTHIHTET H KOHTpanenuus




KapUHHOTEHEH e(eKT, KakTo M, 4e Tol noTHcka (epTHanteta. [lopaan Tosa, Banuut Tpsbsa aa ce cyuTa 3a
NOTEHUHANICH TCPATOTEH H KAPLMHOTEH TIPH X0paTa, ¢ Bb3MOXKHOCT 33 MPSIH3BHKBAHE HA BPOJEHH
manopMalHy H pak (Bx. Touka 5.3). B3 0CHOBA HA KNHHHYHY H HEKTHHUYHH POYYBAHHSR CE CUHTA CBHILO,
e € BepOATHO BamuuT 2a peau3BHKRA BPEMEHHO WM TPaHHO HHXKGUpaHe Ha cnepmaToreHesara. JKeHu ¢
AETepoAeH NOTeHLHAN TPAOBA A GbAAT ChBETBAHH Ja H3NOU3BAT eheKTHBHA KOHTPALEMLHA TIO BPEME HA M B
TpOABIKEeHME Hal-ManKko Ha 30 anm cnea cimpaHe Ha Nedenneto. Mbxkere Tpabpa na 6baT CHBETBAHM 12
npunarar 0apHepe METOA Ha KOHTPALICTILMA 10 BPEME Ha JIYEHHETO U B NIPOIBIDKEHHE Ha HaH-MAJKO

90 IHH CNeA TOBA, OCBEH 3KO HE € CHIYPHO, Ue HAAMa PHCK NAPTHBOPKATA HM Ja 3afpeMeHee (B&. TOuKH 4.6,
4.8 u5.3).

Banranuuxnosup nMa NOTEHUHAN 33 NPeAN3BHKBAHE HA KAPLUHOTEHHOCT H PENPOLYKTHBHA TOKCHYHOCT KaTo
KbCHH eeKTH.

Muenocynpecus
Ilpu mauueHTH, Nekysanu ¢ Bamiut (1 FAHUMKIOBHP), Ca HalNIOAaBaHU TEXKA ACBKONEHNS, HEYTPOTICHHS,

aHemusi, TPOMOOLHTONEHH, NAHLHTONEHHS, KOCTHOMO3LYHA HEOCTATBYHOCT M aNacTHYHA AHEMHS,
Jlevenneto He Tpabea ga ce 3anowBa, ako abconoTHAT Gpoii Ha HeyrpoduuTte ¢ nog 500 kieTku/pl, Opoar
Ha TpomGouuTHTe ¢ noa 25 000/ul ik HUBoOTC Ha XeMornoGuHa e noa 8 g/d! (Bx. ToukH 4.2 u 4.8).

Korarto npodunaxtukara ce yabmkasa 10 no-mManko or 100 aun, Heo6X0I4MO € 1a ce B3eMe N0/ BHUMAHHE
BBIMOKHHAT PUCK OT BB3HHKBAHE Ha JICBKOMEHHSA M HEYTpONeHus (Bx. ToukH 4.2, 4.5 u 5.1).

Banour T'pﬂﬁBa Ja €€ H3M0I3B4 BHHMATE]IHO MPH NALMENTH C NpealecTBala XeMaTOJOrHYHA LHTONIEHHUS HITH
aHAMHE3a 33 XCMATOJTOTHYHA UHTOIIEHUS, CBBP3aHa € NPHJI0KEHHE HA IEKAPCTBA, H NPH NALHEHTH,
AOANOXKCHHY Ha JIbHUETEparnuA.

[Ipenoprusa ce Mo Bpeme Ha NEYEHHETO [la C€ NPOCTEANBa PEJOBHO MHIHATA KPbBHA KAPTHHA i GPOAT Ha
TpoMGouuTyTe. [1pn naunenTH ¢ Gu6pedHo yBpexaale MOXKe Aa Ce HANOKH 3aCHIEHO MOHHTOPHpaHE Ha
XEMATOIOrHYHHTE NOKA3ATENH H B [IEXHATPHATA, MUHHMAITHO BCEKH IThT, KOFATO MAUHEHTHT € B KIMHKKATA [0
TpaHcnnaHTauks. [IpH nauuenTu, pa3sHBally TeXKKA JEBKOMEHHS, HEYTPOIIEHHSA, AHEMHS H/HJIK
TPOMOOLIHTONEHHS, CE NPENOPbYBA 12 c& OGMHCIH IEYEHHE ¢ XEMATONOETHYRH PACTEXHY (bakToOpH W/ HIH
NMPEKBCBAHE HA NPHNOKEHHETO (BXK. TOuKa 4.2).

Pa3nuka B 61HOHANMYHOCTTA NPH TEPOPANIEH TAHUUKIOBHD

bHOHANHYHOCTTA HA FAHUMKTOBHP CIIE/ €NHOKpaTHA 03a 0T 900 Mg BairanUMKNOBHP ¢ TpHOIH3UTENHO 60%
B CPaBHEHME C TPHONN3NTENHO 6% cnea nepopanto npunoxerne Ha 1000 mg ranuuKoBUp (BB BUA Ha
Kancynu). IlpekomepHata eKCMO3HLNA HA raHLHKIOBHP MOXe 1a Gble CBbP3aHa ¢ ’KHBOTO3ACTPALLIABALLH
HEXENaHH peakuuy. [lopaju ToBa Ce NPENophYBA CTPHKTHO CMAa3BaHE Ha MPENOPLKHTE 33 JO3HPAHE P
3aM04BaHE HA JICUEHHE, KOTATO C€ IPEMHHABA OT BLBEKAME KbM MOTBPKALLA TEPAITHS H TIPH MALMEHTH,
TIPEMHHABALIH OT NEPOPANeH FAaHIHKIOBHD KbM BaJITAHLHKIOBHD, Thil KaTO BAIUHMT He MoXe 13 3aMeCTH
TaHUKKIIOBH Kancynu Ha basata efHO KbM eano. [launeHTHTe, NpeMUHABALLM OT FAHIIMKIOBUD KANCYITH,
TpAGBa na 6b/aT NpefyNpeaeHH 3a PHCKA OT NPEL03HPAHE, AKO IPHEMAT NOBEYE OT MPETHCAHNS SPOil
TabneTkd Banuut (Bx. Touku 4.2 n 4.9),

bu6peyHo yBpexaaHe

[pu naunentu ¢ yBpeaena 6x6peyHa GyHKUMA ce HANara KOPHI¥paHe Ha 103aTa Bb3 OCHOBA HA
KPEaTHHHHOBHA KIHPBHC (B3, TOUkH 4.2 U 5.2),

Banuurt gunmupanu tabnetky He TpaGea Aa ce M3N0A3Ba NPH NAUHEHTH HA XeMOAMANK3a (BXK. TOUkH 4.2 H
5.2).

Ynotpeba ¢ APYrH NEKAPCTBEHW TIPOAYKTH

Crobasa ce 3a 'bPYOBEC TIPH MMAIITHCHTH, NpMEMall HMHNEHEM-UHAACTATHH H FAHLHKIOBH Y,
TpS{GBa Jda €& U3NOoJ3Ba ¢AHOBPEMEHHO ¢ HMHNCHEM-LUHNACTATUH, OCBEH AKO NMOTEHIHANHAT.



HaNXBBP/iA NOTEHUHANHUS PHCK (BXK. TO4Ka 4,5).

Nawwetitu, nexysanv ¢ Banuut u (2) arnanosun, (6) nexapeTsa, 3a KOWTO ce 3Hae, 4e MpHTeXRaBarT
MHENOCYTPECHBHO ACHCTBHE (HANpP. 3WAOBYRHH), WK (B) BEILECTBA, IOBIHSBALIN 6vbpednara hynkuus,
TpA0Ba CTPHKTHO Aa Ce NPOCNEABAT 3a IPH3HALM HA AAMTUBHA TOKCHYHOCT (B, TOuKa 4.5).

KOHTpONHpaHNTE KIMHHYHY H3NHTBAHHA C [IPUIIOKERHE HA BAIFAKUMKTIOBHD KATO npodMIaKTUYHO NeueH e
Ha CMYV 3a6onsBate Cex TPaHCIIAHTALKSA, KAKTO OAPOBHO € OMHCAHO B Touka 5.1, He ca BKIIOUBANH
MAIHEHTH ¢ TPaHCTUTARTaLKs Ha 65 1poG u uepsa, [Topaau TOBA, ONMUTBT ¢ NALMEHTH C TAKLE BUI
TPAHCTUIAHTALIHS € OPAHHYEH.

4.5 Bzanmozelicteue ¢ ApYrH JIeKAPCTBEHH UPOLYKTH H APYTH ¢opMH Ha B3aHMo/IelicTBHe

JlexapcTBeHH B3AUMONSHCTBHA ¢ BANTaHIHKIOBUD

He ca npoeexxnany in vivo W3MHTBAHHS 33 NEKAPCTBEHNUTE B3RHMOIEHCTBHA ¢ Banuut. Tsit kato
Ba/IraHUMKIOBHD Ce MeTabonu3upa 6bp3o M B roIMa CTeNeH A0 FaHEHKIIOBHP, C& OYaKBaT npH
BANTaHUMK/IOBMD NEKAPCTBEHM B3aUMOACHCTBMUS, CRBP3aHH C FAHLUKIIOBHP,

HEKEQCTBCHH B3AHUMOOECHCTBHE ¢ TAHIIHKITOBHD

DapMakOKHHETHYHH B3aUMOZCHCTBIS
Ilpobeneyuo

Hpunoxenne Ha npoGeHeUMa ¢ NepopasIeH raHUMKIOBHP € NPEAH3BHKAN0 CTATHCTHYECKH 3HAYHMO
HaMaJieHle Ha OBOPEUHHA KIHPBHC HA FaHUMKIORHD (20%), BOZEIIO 10 CTATHCTHYECKH 3HAUUMO yB&NHYEHHE
ha excniosuiuaTa (40%). Tesu NpoMeHH CLOTBETCTBAT HA MEXAHH3MA Ha B3aHMONCHCTBHE, KOHTO BK/IHOUBA
KOHKypHpane 3a TyOynHaTa exckpeuns B Gu0peunte. [Topann ToBa NauneHTH, KOWTO B3eMar IpoGeHenr 1
BAIraHLIHKIOBUD, TPsOBa BHUMATENHO fa GBIAT IPOCIEAIBAHH 32 TOKCHYHOCT Ha FaHUUKIIOBHP.

Huoanozun

YCTaHOBEHO e, Y€ IUIA3MEHUTE KOHLIEHTPALIHH HA AHJAHO3HH Ca IOCTOAHHO [IOBHILEHH, KOTATO ce npunara ¢
raHuMKIOBKD i.v. [Ipu nHTpaBero3Hu 103K 5 U 10 mg/kg/neH e Habnionasano nosumeHue Ha AUC Ha
RHIAHO3MH, BapHpalllo or 38 Y% 10 67 %, KoeTo NOTEBPHaBa, Ye NPH EIHOBPEMEHHO [PHJICKEHHE HA TE3H
nekapcTBa HMa (hapMaKOKHHETHYHO B3anMozelicTaue, HaMa 3HauuM edext BLPXY KOHIEHTpaLHKHTE HA

raHuuKIoBHp. [TanueHTure TpadBa BHUMATEIHO A2 OBAAT IPOC/IEASABAHH 38 TOKCHUHOCT Ha AHAAHO3HH, HATIp.
MAHKPEaTHT (BK. Touka 4.4),

Hpyau anmupemposupycuu cpedemsa

H3oenzumuTe Ha untoxpom P450 He urpasT pons s (papmakoxHHETHKATA HA TAHIMKIOBUP. IMopanu Tazu
TNPHYHHA HE Ce O4aKBaT PApMAKOKHHETHYHM B3AaHMOZIEHCTBUA C POTEA3HH HHXHOUTOPH H HEHYKIICO3HIHH
MHXHOMTOPH Ha 00paTHATA TPAHCKPHITA3A.

DapMakoIHHAMHYHH B3aUMOJCHCTEHS

Hyunenem-yunaemamun

Crobumapa ce 33 rbpUOBE IPH NALMEHTH, PUEMALLH €NHOBPCMENHO TAHIHKIOBHD W HMHIICHEM-LIHTACTATHH.
He Moxe na ce W3kmoun $papMakoIHHAMU4HO B3aHMOIEHCTBHE MeNTy Te3u ABe nekapcTpa. Tesun nekapersa
e TpabBa 21a C€ H3NON3BAT €HOBPEMEHHO, OCBEH AKO NOTEHIIHANHATA (10123 He HAJIXBLDJIA TOTEHUHANHE
PHCK (B%. TouKa 4.4).

3udogyoun
3440BYAHH, KAKTO M FAHUKKIOBHP, MOTAT NOTEHIHAIHO 1A IPE/IM3BHKAT HeYTponeHus H anemus, I1o Bpeme

Ha CHOBPEMEHHO MPUI0KEHHE HA TE3H JIEKAPCTBA MOKeE J1a BB3HUKHE (DapMaxoIHHAMMUHO B3auMOIeiiCTBHE.
Hskon nayuenTn Moxe a He NOHACHT €HOBPEMEHHA TEPATTHS B MTbAHA 1033 (. Touka 4.4),

Homenyuanu aexapcmeenu saaumodeticmeun
ToxcHuHOCTTa MOXe Ja Oblie 3aCHNEHa, KOraTo raHUHKTOBUP/BANrAHLHKIIOBHD Ce& Npun




APYTH NIEKapCTBa, 33 KOMTO € U3BECTHO, Ye MMAT MHE/IOCYNPECHBHO AelCTBIE Wil ca CBhp3aHH ¢ Ob0peyHo
yBpexaane. ToBa BKIFOYBA HYKNEO3HIHU (HAND. 3UAOBY/HH, IMAAHOIHH, CTABYAHH) H HYKICOTHAHH aHAJNO3M
(nanp. TeHooBUp. aneOBHP), UMYHOCYTTPECOPH (HALp. LMKIOCTIOPHH, TAKPONUMYC, MUKODEHOIAT
MO(QETHIT), GHTHHEOTLNACTHYHH CPEACTBA (Hanp. AOKCOPYGHLUMH, BHHOIACTHH, BUHKDHCTHH, XMAPOKCHYpesd) H
AHTHHH(EKLHO3HM CPEACTBA (TPUMETONPHUM/CYNOHAMUIT, JaNCOH, amcpotepuunn B, duyuuTosun,
neHTamMuauH). [lopagi TOBa €AHOBPEMENHOTO IPHIIOKEHHE HA TE3H JIEKAPCTRA C BaNIrAHIHKIOBHP TpAOBA Ja
C€ MMa [pEABH], CaMO KO NOTCHUHATHHTE NON3H HALXBBPAAT NOTEHUHANHHTE PHCKOBE (BX. Touka 4.4),

4.6 DepTHANTET, GpeMeHAOCT H KbpMene

KoHTpauenuus npu Mbxe U &eHH

[Topazu noreHuHana 3a penpoayKTHBHA TOKCHYHOCT H TEPATOreHHOCT, JKEHHTE B JETEPORHA BL3IPACT TpAGEa
Ja OBIaT NOCLBETBARH J1a N3NOJ3BAT eEKTHBHA KOHTPALEMIIHA 110 BPEME HA JICYEHHETO U B NPOabIKEeHHE
HaH-Manko Ha 30 AHM chel Kpas Ha neveHUueTo. Mbxere TpaGBa fa 6bAaT NOCLBETBAHM 1a MPHAraT

GapuepeH METOA Ha KOHTPALEN WA 10 BPeMe Ha M B NPOBIKCHHE Hali-Malko Ha 90 AHM Cliell eueHHe ¢

BANraHUHKIOBHD , OCBEH AKO HE € CUI'YpPHO, Y€ HE CLLUECTBYBA PHCK 3a MAPTHBOPKATA MM fia 3abpeMenee (BIK.
ToukH 4.4 1 §.3).

EpeMeHHoCT

besonacnoctTa na Banmuut npn ynotpe6a npn 6pemMeHHHU XeHH He ¢ YCTAHOBEHA. AKTUBHHAT MY MeTaOOJIHT
FAHUMKIIOBHP IECHO IPEMiHABA NMpE3 MJIALEHTATA NpH 4oBeka. Bw3 ochora Ha apMakonorHuHms My
MEXaHU3bM Ha AeHCTBHE H PEIPOAYKTHBHA TOKCHHHOCT, HabMmi04aBaHa NpH NPOyUBaHUsTA BLPXY WHMBOTHH ¢
TFaHUHKIOBHP (BX. TOUKA 3,3), MOXKE 1a Ce NpHEMe, Y€ UMa TEOPETUYEH PHCK OT TEPATOreHHOCT MPH XOpa.

Banumt He Tpa0Ba aa ce npuiara no Bpeme Ha GPEMEHHOCT, OCBEH KO TepaneBTHYHATA TT0/3a 33 MaiiKaTa He
HaJXBBP/IA NOTEHLHATHHA PHCK OT TEPATOTEHHO YBPEXAaHe Ha II0LA.

KnpmMene

He e n3ecTHO f1aNnH raHIMKIOBHD Ce €KCKPETHPA B KbPMATA HA HOBEK, HO BLIMOKHOCTTA FaHUMKNOBHP Aa ce
CKCKPCTHpPa B KbPMATa H /12 NPEAN3BHKA CEPHO3HH HEKENAHH PEAKLIMH B KbpPMAUETO HE MOXKeE Ja Ce
OTXBBPAH. JJaHHHTE IPY XHUBOTHH MOKA3BAT, 4& FAHLHKJIOBUP CE EKCKPETHDPA B KbPMATa Ha KbpMelliu
nnpxose. Ilopagu ToBa kbpMelieTo TPAGBa 1a GbAe peyCTaHOREHO 10 BPEME Ha JICUSHHE C
BANraHUMKIOBHP(BaAc. TOukH 4.3 1 5.3).

DeprianTer

B eano manko KHHHYHO npoyuBaHe ¢ nauuenTH ¢ 6bOPETHA TPAHCIIIAHTAIHS, KOUTO Ce nekyBat ¢ Banuur 3a
npodunakTHka Ha CMV B npoabixenne Ha g0 200 anu ce HABIONABA BAHAHUE Ha BAITaHUMKJIOBHP BBPXY
CHepMaroreHesara, ¢ MOHIKECHA IUIbTHOCT HA CTICPMATA M MOABHMKHOCT, HIMEDPEHHU C/IE] KPas Ha NEYEHHETO,
To3u edpexr usrnexna o6patiM u MPHEIM3NTENHO 6 MECela CIE MPEYCTAHOBABAHE Ha BajiyT, cpennara
[UIBTHOCT Ha CMEPMAaTa H MOABUIKHOCTTA ¢4 BB3CTAHOBEHH 110 HHBA CPABKUMH C Te3H HAONOIaBaHH B
HENEKYBAHATA KOHTPOIIHA Ipyna.

[Ip mpOYYBaHHA [IPH XKHBOTHH TAHUMKIOBHD YBPEXK/A PEPTHIHTETA IIPH MBIKKH U JKEHCKH MHLLIKH, KATO ¢
[0Ka3a/1 BEPOSTHOCT 32 HXMOMPAHE HA CNEPMATOrEHE3aTa H HHYLHDAHE HA aTPODHUA HA TECTHCHTE [EpH
MHLIKH, MIbXOBE H KYYETA B JIO3H, CYHTAHU 33 KJIMHAYHO 3HAUMMH,

Bn3 ocHOB2 Ha KTHHHYHH H HEKTHHHYHH [NpOY4YBaHHA C€ CHUTA, YE HM& BEPOATHOCT FaHUHKNIOBUP (H

BATAHLIMIUIOBAD) A3 MPEAH3BHKA BDEMEHHO HJTH TPaiiHO HHXHOMpAHE HA CNEPMATOTCHE3ATA IPH xopa (Bx.
Touka 4.4 u 5.3).

4.7 Edrextn BBpxY cnocoGHocTTa 32 uwiodmpane n pabora ¢ MamuHu

He ca npoBexaann npoyusanus Ha edyekTuTe BhPXY C10COOHOCTTA 32 oHpate 1 padoT




Ipu ynotpebata Ha Banuut u/unu raHuukI0BHp ce chobLIaBa 32 HEXETaHH PeakKilH KaTo rbpyoBe,
3amaiiBaHe H 00bPKBAHE. AKO BL3HHKHAT, Te3M eJeKTH MOKE [a MOBIHAAT M3THIHEHHETO Ha 3aJauH,
H3MCKBAUIH OAHTENHOCT, BKIHOUMTENHO CMOCOBHOCTTA HA TALMEHTHTE 33 wodupare 1 paboTa ¢ MalIHHA.

4.8 HesxkenaHu JlekapcTBeHH peakuHu
a. Pestome na npoghuna na dezonacnocm

BanraHuHKNOBUP € MPeKypPCOp Ha FaHUMKAOBUP, KOHTO CJIe/ NEPOPATHO PUICKEHHE Obp30 U B ronsaMa
CTeNeH ce MeTabOIHINPa 10 FAHUMKIOBHD. MOKe a ce OuakBaT HEXENAHHTE PeakLuH, CBBP3aHH ¢
ynotpebara Ha raHUHKIIOBUP, 12 B3HHKHAT NPH BANMaHIMKNOBHD. BCHUKH HexenaHH JIEKAPCTBEHH PEAKLMH,
HabioaBAHH [0 BPEME HA KTHHHYHNTE POYYBAHMA C BANTAHLUMKIOBHD, PEIU TOBA ¢a G HaG/Iio1aBaHk
€ raHUUKN0BHP. [10panH ToBa HeeIAHNTE NEKAPCTBEHH PEAKUMH, CHOBIIEHH NPH IPUNOKEHHE HA L.V, HIH
MCPOPAIEH FAHUKKIOBKP (NeKapcTBeHa hopmMa, KOATO BeUe He Ce TPOM3BeRa) HIH Ha BaNraHIHKIOBHP, ca
BKJIIOYEHH B Tab/MuaTa Ha HEXENIAHHTE NIEKAPCTBEHH PEaKIIHH NO-10NY.

Ilpu naumueHTy, eKyBaHu ¢ BaraHLMKNOBHD/TAHUMKIIOBUP, HAH-CEPHOSHHTE H YECTH HEXETaHH JIeKapCTBEHH

PCAKLHY Ca XeMATOJIOTHYHHTE PEAKUHH H Te BKIIOYBAT HEYTPONEHHUSA, AHEMHS ¥ TPOMOOLUTONEHHA — BHKTE
Touka 4.4,

HecroTiTe, npencTapesy B TabNHLATA Ha HEKENAHUTE PEAKLMH, Ca nony4eHu ot ¢cbopHa nonynauus
nauuentu (n=1704), nonyyaeanu noasspxaa Tepanug ¢ FAHUHKIIOBHP MM BANraHUHKNOBHP. M3Kmouenue
NMPABAT aHAGHTAKTHYHA PEAKLIMA, ArPAHYIOLHTO3a H FPAHYIIOUHTONEHHS, YAMTO YECTOTH Ca NONyYeHH oT
[IOCTMAPKETHHIOBHA OMUT. HesxenanuTe peakiuy ca u3bpoeHy ceraacHo cucTeMata MedDRA Mo cHeTeMo-
OpraHeH kiac. KaTeropuure 4ecToTy ca onpeenieHn B CbOTBECTRHE ChC CNEAHATA KOHBEHLUA: MHOTO YeCTH
(z 1/10), wectu (= 1/100 go < 1/10), Hewecty (= 1/1 000 10 < 1/100), peaxy (> 1/10 000 xo < 1/1 000) u
MHoro peaxu (< 1/10 000).

QOwHaT npodun Ha GezonacHocT Ha FaHUMKIIOBHP/BAITAHUMKIOBHDP CHOTBETCTBA NIPH nonynanuute ¢ HIV u
C TPAHCTITAHTALHA C H3KIKOYEHHE HA OTICMBAHETO HA PETHHATA, KOETO Ce ChOGLLIABA CaMO NPH NALHEHTH ¢
CMV peTnHnT. iMa 06aue H3BECTHH palIMKy B YECTOTATA HA HAKOH PeAKLMH, Banranumknosup e cBbpsad ¢
[10-BMCOK PHCK OT IHAPHA B CPABHEHME ¢ HHTPABEHO3EH TAHUMKIOBHP. [Tupekcns, undexuun ¢ Candida,
ACTIPECHS, TexKKa HeyTponleHHA (ANC < 500/uL) # kOWHH peakuuy ce chboGLIABAT MO-4eCTO OpH NAUHEHTH C
HIV. bu6peuna 1 yepHoapodHa mucdynkuus ce crobiuasa mo-4ecTo fIpH PEUHNUEHTH HA OpraHHH
TPAHCTINAHTATH.

0. CRUCHK na Hedcenanume AeKapcmeenu peaKuun 8 madauyen guo

HJIP Kateropnsa yecrora
(MedDRA)

CHereMo-opraHeH Kiac

Hugexyuu u unghecmanuu:

HUndexunn ¢ Candida, BriroudTenno opaiHa kaHauao3a. MHoro yecTn

UHekuns Ha ropHUTE IMXATEAHH TBTHILA

Cencuc YectH

I'pun

Hutexums Ha NHKO4YHKTE THTHINA

Lenynut T

4

Hapywenun na kpvema u aumpuama cucmema: %&."f’ e
RN ‘

[

HeyTponexus [ Muoro ugtdg 7.,




HJIP Kareropna uecrora
(MedDRA)

CHeTeMOo-0pralen Kiac

AHemHua

TpomBouuToneHns Yectu
Jleskonenusa

ITanuuTOnEHUA

KoCTHO-M03BYHA HEZOCTATEYHOCT Heuectn
ANNAcTHYHA aHEMHS Peakn
Arpanysondrosa*

['panyaronuToneHua*

Hapywenua na umynnama cucmema:

CBPBXYYBCTBHTENHOCT Yectn
AHabpunakTHYHA peakiHa* Penxu
Hapywenun na memaboruzma u xpanenemo:

Hamanen anerur MBHoro yectn
Hamaneno rerno Yectu
Heuxuunu napymenun:

Henpecus Yectn
CrerosHue Ha 06bpkanocT

TpesoxkHOCT

AJkHTALMA HevecTH

IcuXOTHYHO pa3cTpoiicTBO

AGHOPMHO MHCNIEHE

XanoudHayHu

Hapywenus na nepenama cucmema:

[ nasobonme MHOro yectu

Besckuue YectH

Mepndepua neBponaTus

3amaiiBaue

IapecTesns

XHunoecresus

['bpuose

Jlacreysus (HapylweHHe Ha BKyca)

Tpemop Heuectn

Hapywenua na ouume;

3pHTENHH HAPYLIEHHS YecTH

OrtnieneaHe Ha peTHHaTa**

HJ'I)’BaIJ.[H MBTHHHH B CTBKJIIOBHAHOTO THIO

Ovna Gonka

Kouwouxtueut

Orok Ha MakynaTa

Hapywenua na yxomo u rabupunma:

bonka B yluure YecTn

I'nyxora Hesectn ———
Copdeunu napyuienus: Pan n;‘.;\_\
ApHTMNA Heqecm//SzYT/” e \“\Ctl ™

Cvoosu napymwenun;




HJIP Kareropus yecrora
(MedDRA)
CHCTeMO-0praHeH KIac

XHIIOTOHHA Yecth

Pecnuparmopru, 2pponu u MEQUACMUHATHY HAPYLIEHUA;

Kamnuua MHoro uecTu

Hucnues

Cmomawmno-upesnu napyuienun:

HHapus MHoro vect

lagene

[ToBpbluate

Kopemnua 6onka

Hucnencus Yecru

MeTeopusbm

boJika B ropauTe oTHENH Ha KOpeMa

3anex

Pazsazeapane B ycrata

Hucdarns

Ilogysane Ha kopema

[Tankpeatur

Xenamo-bunuapnu napywenun:

IToninena ankanua docgarasa B KpbsTa Yectu

AGnopmna yepHonpoGHa GyHKUHS

Tlosuiena acmaprar aMmuHOTpanchepasa

Tlosu1leHa alaHnH aMMHOTpaHchepasa

Hapywenun na Koncama u nodxoscnama nroxan:

Hepmatut MHuoro uecTu

Homuu H3noTasanus YecTn

Copbex

O6pus

Anoneuug

Cyxora Ha Kokarta Heuectn

YprHkapus

Hapywenun na MyckyIHO-CRenemHama CUCMeMd i CheOUNumeTHama MyKan:

bonka B repfa YecTtu

Muanrns

ApTtpairus

Myckynuu cnasmu

Hapywenus na dvdpeyume u nuxounume b TR

Bpbpeuno yepexiane Yectu

Hamanen 6u6peyeH KpeaTHHIUHOR KIHPBHC

TloBHILEH KPEaTHHHH B KPLBTA

bbbpeuHa HepoCTaTHUHOCT Heuectn

Xemarypus

Hapywenun na ev3npoussodumentama cucmema u zspoama:

Hudeprunurer npu MbxkeTe




HJIP Kateropus qecrora
{MedDRA)

CucTeMo-opranen Kiaac

Q6w napymenun u eexmu Ha MACMOMO HA RPpUAOHCEHUE:

[Tupexcus MHoro yecTtu

VYmopa

bonka YecTn

CTyZneHH Tpunku

besnoxoiicTeo

Actenns

bonka B repaute Heuectn

* Hecmomama na mesu HEXCERAHY PEAKYUU € ROTYHEHA OM ROCMAPKEMUNZOBUS. ORUMm
** Omaensane na pemunama ce cvobwasa camo npu nayuenmu ¢ XHB, nexysanu 3a CMV pemunum

Oumcanne Ha H3GPAHK HEKETAHH PEAKBHH

Heymponenus

PHCKBT OT HEeyTPONERNS He MOXE [a C& MPEABMAN Bb3 OCHOBA Ha 6pos Ha HeyYTPO(HIIHTE IpeaH JIeueHUeTO.
Heyrponeuus o6ikHOBEHO BB3HHKBA 110 BpEME HA bpBaTa WM BTOpaTa CeAMHIIA Ha HHAYKINOHHA TepanHs,
BpoAT Ha knerkute 0BMKHOBEHO CE HOPMAIH3INPA B PAMKHTE Ha 2 10 5 JHH CJIE] NPEYCTAHOBABAHE HA
ACKapCTBOTO HIH C/Ie]l HAMANABAHE Ha 103aTa (BX. ToYka 4.4).

Tpomboyumonenus

[launeuTute ¢ HUCHK M3xoaeH Gpoii TpomBouuTH (< 100 000/pL.) HMAT NOBHILEH PHCK OT Pa3BHTHE HA
TpomGouuTonens. [lauuenTuTe ¢ ATPOreHHa MMYHOCYPECHS, IOPANHN JIeYeHHE ¢ HMYHOCYIPECOPH ca
H3NOKEHH HA [10-TONAM PHCK OT TPOMOOUHTONEHUS, 0TKOMKOTO Tesu ¢he CTIMH (Bx. Touka 4.4). Texkata
TPOMOOUHTONIEHHA MOXe Aa GB/Ie CBbP2aHA C NOTEHLMATHO XHBOTO3ACTPALIARATIO KbpBEHE,

Brusuue Ha npo@wafcum&mocmma HA AEYEHNUE UAU NOKA3AHUEMO GYPXY REAHCENAQNUME Pearyjul

Texka neyTtponeuns (ANC < 500/uL) ce HaGn10aa8a HO-4eCTO f1pu nauMeHTH ¢ CMV peTnHuT (14 %),
NOANOMEHH Ha JICYCHHE C BANTAHLMKIOBHD, MHTPABEHO3EH UITH NEPOPANEH FAHUHKIIOBUP OTKONKOTO NP
MALHUEHTH C TPAHCIUTAHTALMA HA COMIHAHH OPraHM, NOJy4aBally BATAHUHKIOBUD HAiH NIepopaneH
raHUHKN0BHP. [Ipu naunenTTe, NOMyYaBay BaAraHIHKIOBUP Witk IIepopaneH raHuHKNoBup o Jen 100
CN1E1 TPAHCTITAHTALHATE, HECTOTATA Ha TEXKA HEYTPOIICHHA € ChOTBETHO 5 % 1 3 %, A0KaTO NpH MaLMeHTHTE,

Moy¥aBalli BATraHUHKIOBHP 10 Jen 200 ciex TpaHCIIaHTALMATA, YECTOTATA HA TEXKKA HEYTpONEeHHd €
10 %.

Habmonapano e no-ronsMo NOBHINEHHE HA CCPYMHHS KPEATHHUH (IPH MALHEHTH ¢ TPaHCIIAHTALMSA Ha
COMAHK OpraHy, Nekysany A0 Jlen 100 unu len 200 criex TpaHCIIAHTALMATA KAKTO © BANFAHLMKIIOBUP, Taka
M C NCPOpANEH TAHIMKIOBHD, B CPaBHEHHE ¢ nauueHTH ¢ CMV petnnT, Yepeaenata 6u6peuna QyHKIHA
obaye ¢ 06lua XapakTepHCTHKA 33 NAUMEHTHTE ¢ TPAHCILTAHTAIIMS HA CONMIHM OpraHu.

O6wwaT npodun Ha 6esomackoct Ha Banuur ve ce TIPOMEHA [IPH Npojb/okaBane Ha npodunakTakara g0 200
AHH MPH BUCOKOPUCKOBH MaLHeHTH ¢ Obpeuna TpahcnnanTaumus. JlepkoneHus ce ¢ho611aBa ¢ MAJIKO 00~
BHCOKA 4eCTOTa B paMoT0 ¢ 200 AHH, I0KATO HECTOTATA HA HEYTPONEHHS, AHEMHUA N TPOMOOLMTONEHHS &
noaoGHa B ARETE pamMeHa.




8) Ileduampuuna nonyrayus

Banunt e n3cneasan npu 179 neaHaTpuyHH NAUKEHTH ¢ TPAHCNIAHTALMS HA COTHIHM OpraHH € PHCK OT
passuTHe Ha CMV 3abonssaxe (Ha BB3pact o 3 ceaMALM 20 16 TOXMHH) M npH 133 HOBOPOAEHH CBC
CHMOTOMAaTHYHO BpoaeHo CMV 3abonsBane (Ha Bb3pacT 0T 2 20 31 1HW) ¢ MPOABIDKHTEIHOCT HA
EKCIIOZULMATA HA TAHUMEIOBHD OT 2 10 200 aHu.

Haii-uecro CH00LUABAHNTE HeXeNaHH PeaKi{HH NpH JIEYEHHE B NEAHATPHYHHATE KIHHHUYHH H3MHTBAHWSA Ca
AHapHA, raacHe, HEYTPONCHHUA, IEBKONSHHA H aHEMHY,

Npr nauMenTdTe ¢ TPAHCMNAHTAUHR HA CONWIHH OPraHd  OBUIMAT npodun Ha Ge30macHOCT fpH
NEAHATPHIHATE MALMEHTH € MofobeH Ha TO3H Npu Bb3pacTHUTe. HeyTponenus ce ChoBINABA € MATKO NO-
TONAMA HECTOTA B ABETE KIIMHUMHH HINHTBAHNA, IDOBENEHH NPH NEAHATPHYHH ALMEHTH C TPAHCINAHTAIMA
Ha CONHIOHW Opradd, B CpaBHEHHE ¢ Bb3PacTHHTE, HO HAMA KOpeJlauusa Mexay HEYTPOIICHHATA #
HHOEKIHOSHHTE HEXenaH# ChOMTHS B MEAMATPUYHATA MOMYNAUHA. [10-BHCOKHAT PHCK OT LHTONEHHH npH
HOBOPOACHHTE H KbPMAUETATA HANlAra BHEMATENHO NPOCAEAABAHE Ha KPBBHATA KaPTHHA IPH Te3H Bb3PACTOBH
IpynH (B. Touka 4.4).

Ipn nemmatpuunu nagment ¢ GbOpevHa TPaHCONAHTAIMA  YObAKABAHETO Ha EKCNO3HLMATA HA
BaraHUHKAoBHp A0 200 aHK He e cBbP3aHO ¢ OGIUO YBEIMYEHHE Ha YECTOTATA HA HEMENAHHTE ChOHTHA.
Hecrorara Ha Texxa weytponenns (ABH < 500/uL) e no-Bucoka NpH NEIHATPHYHUTE MAUHEHTH ¢ ObOpeyHa
TpaHCNIaHTaUk, 1eKyBaHu A0 aeH 200, B cpaBHEHHE C NeAMATPHUHHTE NAUMEHTH, EKYBAHH A0 geh 100, u ¢
BBL3PACTHHTE MALMEHTH ¢ Oh0OpeyHa TpaHCIIaHTALMS, TekyBaH# Jo AeH 100 unn aen 200 (Bx. Touka 4.4),

Hma camo OrpanuuyeHM JaHHK NPH HOBOPOAEHHTE WAH KbPMAuYeTaTa CbC CHMITOMHA BpofeHa CMV
uHekuns, nexysana ¢ Banuut. BesonacHoctta ofaye H3riexNa ChOTBETCTBA HA M3BECTHUS npodun Ha
Be30nacHOCT Ha BANFAHIMKIOBHP/TaHUHKIIOBHP.

C'bﬂﬁﬂaBaHe HA MOAO3HPAHK HEKENAHH peaKIul

CrobluaBaHeTo Ha TONO3HPAKH HEXENAHN PEaKLMH ClIe/l PaspeLaBate 3a ynotpeba Ha NleKapcTBeHKs
MPOAYKT € BRXHO. ToBa no3sosBa fa NpOIbIKH HAGKIOAEHHETO HA CHOTHOLICHHETO Mon3a/pHeK 3a
JICKAPCTBEHAA NPOAYKT. OT MEIMUMHCKHTE CTICLMATHCTH C& H3HCKBA J1a ChOOLIABAT BCAKA MOZ03HPaHa
HeKe/laHa peakUns upes:

Ms3nbauutennata areHLus no siekapcrpara
yn. . Jamas ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcalit: www.bda.bg
4.9 IIpegosupane
OnMT ¢ npeao3npane HA BAITAHUMKIOBHD H HHTPABEHO3EH MAHLHKIOBHD

Ouaxsa ce, 4e NPeSIOIUPAKE HA BAIrAHUMKIOBHP 61 MOrIIO /1a 10BEE 10 NOBHILEHA 010peuHa TOKCHUHOCT
(BAc. Touku 4.2 u 4.4),

Crobuienus 3a Ipeo3HpaHe Ha HHTPABEHO3EH FAHIKKAOBUP, HAKOH C ETANEH H3XO0A, ¢a MOMYYeHH OT
KIIMHUYAH NPOYIBAHHA H TI0 BPEME HA MIOCTMAPKETUHTOBHA ONUT. B HAKOW OT Te3u cnyyaH ne ce chobmiasar
HeXenanu CbOHTIs. [LOBEYETO OT MALUKEHTHTE ca HMANH THO MM IOBEYE OT CNEHHTE HEMENaHH ChOUTHS:

- Xemamonozuuna moxcusnocm: MHENOCYNIPECHS, BKITIOUYHTEIHO NaHLHTONCHHA, KOCTHOMOB’b‘i]ia___

o —t,
HELOCTATBYHOCT, JIEBKOTIEHHS, HEYTPOTIEHHS, TPAHYJIOUUTONCHHS. o it !‘Jg:\‘\\
—  Xenamomokcuynocm: XenaTuT, GYHKUHOHAHH YePHOAPOSHH HAPYLUEHHS, Bl 3’% A
— ", r‘ ()
—  Bwbpeyna moxcuurocm: BIOLIABAHE HA XEMaTYPHA TIPH ALMEHT C npenwecTeaue I

»
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ocTpo OLOpeuHo yBpekaHe, NOBHIIEH KPEATHHHH.
- Cmomawno-upesna moxcuwnocm: KOpeMHa GONKa, AMapHs, MOBPbLIAHE.
—  Hespomoxkcuunocn: TeHEPATH3NPAH TPEMOP, I'bPYOBE.

XeMojanu3aTa i XHEPaTHPAHETO MOraT f1a bt OT NoN3a 33 HaMaNsABaHe Ha NIa3MEHUTE HUBA B KPBBTA
NPH NAUHEHTH ¢ NPeIO3HpaHe Ha BANraHUMKIOBHD (B, Touka 5.2).

5. ®APMAKOJIOTHYHH CBOHMCTBA
5.1 GapMakoAHHAMHYHEH cBOicTBA

PapmakoTepanesTHYHA rPyna: IPOTUBOBHPYCHH CPEACTBA 32 CHCTEMHO NPUIOKEHHE, HYKICOUAN 1
RYKNEOTHIH ¢ H3KJIKYYEHHE HA HHXHOMTODH Ha o0paTHaTa TpanckpunTasa ATC kon: JOSA Bl4,

MexaHH3BEM Ha JieficTRHE

Banranumknoeup e L-panunos ectep (npekypcop) Ha ranuuaopup. Cren TEPOPATHO PUIOKEHHE
BANTaHUHKIIOBED GBP30 H B roaAMa CTeneH ce MeTaGonn3upa A0 FAHIHKI0BHP ¢ TOMOILTA Ha 4PEBHUTE H
YEPHOAPOOHHUTE ecTepasu. FaHUHKIOBUD € CHHTETHUESH aHANOr Ha 2’ -/1e30KCHTYaHO3MH, KOHTO HHXHOHpa
PENIMKALHATA HA XEPIIEC BUPYCHTE iR Vilro W in vivo. HUyBCTBHTENHHTE BUPYCH NMPH YOBEKA BKITHOYBAT
Hosellkn uutomeranosHpyc (HCMV), xepnec cummnexe supyc-1 1 —2 (HSV-1 u HSV-2), yopewku xeprec
BHpYC -6, -7 u -8 (HHV-6, HHV-7 u HHV-8), Epstein-Barr supyc (EBV), rapuuena soctep BHpYC (VZV) u
BHpYca Ha xenarut B (HBV).

B knetkute, uudexruparu ¢ CMV, raHuuknoBHp mbpBoHa4anHo ce $pochophiupa or BHPYCHATA IIPOTEHH
kuaza pULYT 1o raHunxiosrp MoHodocdar. Cnen Tora pocOPHIMPAHETO ce H3BBPLLUBA OT KIETBUHHTE
KHHA3H, kaTo ce nosyyara raHiuKosup tpudocdar, kolito nocne 6asHo ce Metafonn3npa HHTpaUENyTapHo,
Hlokasano e, ue TputochaTHHAT MeTabonu3bM ce HAGNOAaBa B KNETKH, HEpekTHpark ¢ HSV- 1 HCMYV, karto
BPEMETO Ha NONYENHMHHHpake € 0110 ChOTBETHO 18 1 CHOTBETHO Mexay 6 10 24 vaca, ciiea eNTHMUEUPAHETO
Ha eKCTPALENYNAPHUS raHUHKTOBHP. Thil KaTo pOCHOPHIAPAHETO 3aBHCH B rOsAMA CTENEH OT BUPYCHATA
KiHa3a, GochOpUNNPaHETO HA FraHUMKNOBHP Ce H3BLPIUBA MPedEePCHUHATHO B HHOEKTHPAHHTE C BHPYC
KJIETKH,

BupycrariyHara akTHBHOCT Ha FaHUMKIOBHP C¢ AbIDKU Ha HHXHOUPAHETO HA CHHTE3ATA Ha BHpycHaTta JHEK
Yype3: (2) KOHKYPEHTHO HHXHOMPaHe HA HHKOPLOPHPAHETO HA E30KCHIYaHO3HH TpHocar B JHK ot
BHpychara JIHK nonumepasa u (6) nakopriopupane ua raHunknosup Tpudocdar sb6 Bupycnara JIHK, koeTo
fIPEAK3BHKBA PEKBCBAHE NITH CHJIHO OTPaHHYARAHE HA MO-HATATBLLIKOTO YABMKaBaHe Ha BupycHaTa JTHK.

AHTHBHDYCHA AKTHBHOCT

AHTHBUDPYCHATA AKTHBHOCT Ha FaHUHKIOBHD cpewy CMYV in vitro, usmepena upes ICss, € B rpaHuLiTe Ha
0,08 uM (0,02 mukporpama/ml) 1o 14 uM (3,5 MUKporpama/ml).

KannuuHuat anTHBHpycek edext Ha Banuur e qokaszan npu Nevenne Ha naimentd cbe CITHH ¢
HopoauarnoctHiHpad CMV petnruT. OTaenanero va CMV B ypuuata e HaMansino ot 46% (32/69) naumeny

B HAUAIOTO Ha H3MUTBAHETO Ha 7% (4/55) OoNHE ¢lea YeTUpH CeAMHIHA ieyetne ¢ Bamuur,

KnnHnuHa edrKkacHOCT H 6e30IacHOCT

Bu3pacTHu nauHenTH
Jevenue na CMV pemurnum:

IMauuentn ¢ HoBoaUarHocTHLMPaH CMV peTunnT ca 6ulH paHAOMHIUPARH 3a Y4YacTHE B €
BbBEX/IALI0 JiedeHHe ¢ Banunt 900 mg nBa IuTH AHEBHO WIH ¢ FAHLMKIOBHP HHTPABEHO
MBTH AHEBHO. [IpouenTsT Ha Goanu ¢ nporpecupatre Ha CMV peTHHHTA Ha 4-Ta ceiMHLL




ABeTe rpynH — 7/70 u 7/71 naumeHTH ¢ Iporpecupane Ha 3a00/9BAHETO CHOTBETHO B PAMEHATA C
HHTPABEHO3€H FAHLMKNOBHD M BANTaHLHKIOBHD.

Cnen nozupaHeTo IPH BLBEXAAWIOTO JEUSHHE BCHYKH NALHEHTH B TOBA H3NUTBAHE Ca MONYYaBaH
NOJABPKAILO JieyeHue ¢ Banuut B 103a 900 mg Bennsxk aHesHO. Cpeanoto (MeHaHHO) BpeMe oT
PaHIOMH3¥PAHETO A0 NporpecHsnTa Ha CMV peTUHHT B rpynara, noTy4aBalla BbBEKAA0 H NOMTbPKALLO
nevenue ¢ Banuur, e 6uno 226 (160) onu, a B rpynaTa ¢ BbBEXKIALLO eYEHHE C TAHUHKIOBHP HHTPaBEHOZIHQ
U noanepxaulo neueHue ¢ Banuut e 6uno 219 (125) aun.

Hpogrunaxmura na CMV 3060n36ane npu mpancnaanmayus:

JIBOMHO-CIIAIIO KIMHUYHO H3NHTBAHE C AKTUBHO JIEKAPCTBO 32 CPABHEHHE M JBOHHA UMHTALMS € IPOBE/ICHO
NpH NAUHEHTH ¢ TPAHCINAHTALIMA Ha CBPLIE, Uepen apod 1 OuOpeliu (Gontm ¢ Benogpobua 1 cToMalHO-
4YpEBHA TPAHCTINAHTALINA He ¢a G1n BKIIOYEHH B H3MMTBAHETO) ¢ BHCOK pHck o CMYV 3abonssane (DH/R-),
KouTO ca nomydapani Banuur (900 mg BeansK AHERHO) MIH FAHLMKAOBHD nepopalio (1 000 mg TpH msTh
LHEBHO) ¢ Havano 10 10 1Hu oT TpancnnaHTaumATa 1o AeH 100 ¢nen TpancnnanTaumata. Yecrorara xa CMVY
3abonasate (CMV cunapom + 3aonsBane ¢ ThKAHHA HHBA3MA) NPE3 TLPBHTE 6 Meceua cien
TpaHCI1anTauusTa € 6una 12,1 % B pamoro ¢ Banuut (n = 239) 8 cpasrenue ¢ 15,2 % B pamoTo ¢ nepopalen
raHuMknosup (n = 123). B ronsaMoTo MHO3HHCTBO OT CllyyauTe 3ab0NABAHETO CE & NOABKIO ClIejl
MpeKpaTABaHe Ha npodunaxtrkara (cnea aeH 100), kato 3a60NsBaHeTO B PAMOTO C BANFAHLUHKIOBHP CE ¢
TNOSBHAQ CPEAHO NO-KBCHO OTKONKOTO B PAMOTO € IEPOPanHyA FaHUMK/I0BHP. YecToTaTa Ha ocTpo
OTXBBpJIAHE Mpe3 BPBHTE 6 Mecena e O6wna 29,7 % npH nauueHTHTe, PAHJIOMH3HPAHH 32 NEYSHHE C
Ba/raHUKKNOBHD, B cpaBHeHue ¢ 36,0 % B paMOTO ¢ NepOPaTHO NPUJIOKEHHA FAHLMKIOBHP, KaTO 4eCTOTaTa
Ha 3aryba Ha nprcaakara (0,8 %) e Guna exBHUBANEHTHA MPH NALMEHTUTE BB BCAKO OT PAMEHATA.

Eano nBoitHo-cnano, nnaueo-KoHTPOMUPaHO H3NMTBAHE € NPOBEASHO MpH 326 naunesTH ¢ Obbpeuna
TPaHCILIAHTALNS, ¢ BHCOK pHck oT CMYV 3abonapane (D+/R-) 3a oueHka Ha eduxacHocTTa M GesonacHocTTa
NMPH YAbIKaBaHe HA mpodunaxTrkata 3a CMV ¢ Bamuut ot 100 na 200 anm cnen TpaHCnIaHTauusTa.
[Maunenrure ca panromusnpanu (1:1) na nonyyasar Banuut tabaetkn (900 mg BexHb®k THEBHO), 3an04BaiKH
#o 10 Anu cren TpaHCHTAHTaUMATa Wik A0 AeH 200 ¢l TpaHCnAaHTALWATA, ¥aM 10 aex 100 cien
TPaHCTIAAHTALMATA, OCaeaBaHO OT 100 xaM npuem Ha nnauebo.

TIpoueHTHT naumMenTH, KOUTO ca passian CMV 3abonssade npes mupeuTe 12 Meceua crex
TPAHCIUIAHTAIHATE, € NPEACTaBeH B TabiuiaTa no-aoy.

IpouenT naunenTy ¢ GuOpeuna TpancnnanTanns n ¢ CMV 3a6onsipane’, 12 meceua ITT monyaauns®

BanranuMxaoBHp

Baaranusknosup

900 mg seanbx

900 mg BeaHLXK

Paznnka mexay
rpynure 34 JieyeHHe

AHEBHO AHEBHO

100 aun 200 ann

(N =163) (N = 155)
[TauMeHTH ¢ NOTBBPAEHO HITH 71{43,6 %) 36 (23,2 %) 20,3 %
nogoznpaHo CMYV 3abonssane’ [35,8 %; 51,5 %] [16,8 %; 30,7 %] [9,9 %; 30,8 %]
[MaunenTtH ¢ neTenpaeHe CMV 60(36,8 %) 25(16,1 %) 20,7 %

3afonieaHe

(29,4 %; 44,7 %]

(10,7 %; 22,9 %]

(10,9 %; 30,4 %]

LCMYV zafonseatie ce onpexena karo CMVY CHHAPOM HNH TEEANHA HHBazMA ¢ CMV 2 Hoteppaeno CMV ¢ KIMHEYRO NOTBLPAEH

cnyuait Ha CMV 3abonasane. IMogosupa ce, ye naumnenthte umar CMV 3afonseane, ako HAMA OLEHKE Ha cenMuua 52 W HAMa
norespxnenne Ha CMV 3abomapateTo npeau Topa speme.
AMomy4enute pesyaratH 10 24 Mecena CLOTBETCTBAT Ha peayntarute A0 12 Mecena: [ToreppacHoTo wuu noaosnpano CMV
3abomueane ¢ 48,5 % B rpynara c neuenne B npoabmkenue na 100 HU b cpasnenue ¢ 34,2 % b rpynara ¢ 200 18K Tevenue;

Pa3NHKATa MeKAY [BETE IPYIH Ha neuehue € 14,3 % [3,2 %,; 25,3 %).

3HAYUTENHO NO-MaNKO BUCOKOPHCKOBH NALMEHTH ¢ Gu6peuna TpaHcnianTauus passuear C
cienl npodunakTika ¢ Banuut a0 zeH 200 cie/l TpaHCIaHTALIMATA B CPaBHEHME ¢ ITALMSHTH

npopunaxraka ha CMV ¢ Banuut 10 aex 100 cnep TpaHcnanianTauMsTa.




HecroTara Ha IPEXHBABAHE HA IPHCAAKATA, KAKTO H YECTOTATA HA OCTPO OTXBPLASHE, NOTBLPIEHO ¢
Buoncus, ca nopoGuu B ABETE IPYMH HA NeveHne, YeCTOTATa Ha NPEKHBACMOCT Ha TpaHcmanTara 12 mMecela
Cnep TpancinanTalusara e 98,2 % (160/163) npu cxemaTa Ha Nevenue B npoabmkenne Ha 100 muu u 98,1 %
(152/155) mpu cxemara Ha neuenue ot 200 guu. Jo 24 Mecena ciea TPAHCTIIAHTALHATA C¢ ChROOLIABAT oLl
HETHPH Cly4as Ha 3ary0a Ha Npucanxkata, BCHUKU B rPynaTa ¢ NPUI0KEHHE B POIb/IKeHne Ha 100 IHH.
YectoTara na ocTpo OTXBEPNAHE, 10Ka3aHO ypes Guoncus, 12 Meceua cnen TpaHcIanTaunaTa e 17,2 %
(28/163) 3a cxeMata na neveHne B npoaLbxerne Ha 100 qHu n 11,0 % (17/155) npu cxeMara Ha jeueHue B
npoaskeHue Ha 200 anu, Jlo 24 Meceua ciie TpaHCIIaHTALMATA e CHOGILABA OlLE eIMH cllyyaif B rpynata
C MPHIOKEHHE B NMPOALIDKeHue Ha 200 aHu.

BHpycHAa pe3HCTEHTHOCT

BHpycHata pe3suCTEHTHOCT KbM FaHUMKIOBHD MOXE /12 CE TIOBKILN CIIE/] XPOHUYHO NPUIOKEHHE Ha
BaNraHIHKIOBHD Ype3 CENCKUMS Ha MYTALMHU HA HAKOH OT reHuTe Ha BUpYCHara kuHasa (UL97), oTrosophu
32 MOHOGOCHOPHIHPEHETO HA TAHLIMKIORHD, H/WIH [€HA Ha BHPYCHATA nomumepasa (UL54). B knuayyHn
H30/1aTH, CCACM KaHOHMuHK UL97 cyGetutyunn, M460V/I, H520Q, C592G, AS94V, L5958, C603W, ca waii-
4eCTO ¢hOobIaBaHNTE CYGCTHTYLIMH NPH TaHIMKNOBHP, CBBP3AHH C PE3HCTEHTHOCTTA. Bupycure, ChABPIALIH
MyTauuu Ha red UL97, ca pesuCTEHTHH caMO KbM FaHIHKIOBHMP, JOKATO BUPYCHTE ¢ MyTalny B ren ULS4 ca
PE3HCTEHTHH KbM TaHUMKIOBHD, HO MOXKE [1a [IOKAXKAT KPBCTOCAHA PEINCTEHTHOCT KbM APYIH aHTHBHPYCHIM
CpE/CTBa, KOHTO CHLUO Ce TIPHLENBAT BLB BUPYCHATA OJIHMEpa3a.

Hevenue na CMV pemunum:

Fenotunuuar ananus va CMV B H3071aTH Ha NOIMMOPHOHYKIEAPHH IEBKOLMTH (PMNL) ot 148 nauuents ¢
CMYV peTunur, BKMIOYERH B €IHO KIMHHYHO U3NWTBAHE, & NoKasan, ue 2,2 %, 6,5 %, 12,8%un 15,3 %
ChAbpKAT MyTaluH Ha UL97 cnen cvoteeTHo 3, 6, 12 1 18 Meceua Ha feyeHue ¢ BAITAHIINKIOBHP.

Hpogpuraxmura na CMV 3atoaseéane npu mpancnianmayus:

KavHi4HO H3NHTBAHE ¢ AKTHBHO JEKAPCTBO 33 CPABHEHHE

PesuctentiocTTa € Guna npoyuena upes reHoTaneH ananus #a CMV B npo6u na PMNL, cuOpanu 1) B agH
100 (B kpast ha M3NHTBAHETO ¢ NeKapCTBEHaTa MPOGUNAKTUKA) U 2) B CITydaH, cycnekTHH 33 CMV 3aBonseane
o 6 Meceua crien TpaHCIaHTaUMATA. OT 245-T¢ NalenTH, PaHAOMH3UPAHH 1A NONTYYABAT BANTaHLHKIOBHP,
ca 6unu ananuzupann 198 npobu Ha neH 100 u He ca GUAM OTKPUTH MYTALIMK Ha PE3HCTEHTHOCT KBM
raHUMKIOBUp. ToBa ce CpaBHABA ¢ 2 MYTALMH HA PE3HCTEHTHOCT KbM FAHLMKJIOBUP, OTKPHTH B

103 n3cnensann npodu (1,9 %) npu naumeHTHTE B paMOTO C KOMTMapaTOpa FaHLUUKIOBHP.

Ot 245-Te nauMeHT, paHAOMHU3HPAHU A2 NoNy4aBaT BATaHUMKIOBHD, ¢a GUIM HicneaBaHl npobu or 50
NaukeHTH ¢ nogosperne 3a CMV zabongrane i He ca GuTH OTKPHTH MyTaLHMH Ha pesHcTeHTnocT, Ot 127-Te
MAUKHEHTH, PAHIOMM3UPEHH B PAMOTO C KOMIIAPaTOpa FAHIKKNOBUP, ca GUH HacneaBaHy TpobH oT 29
MAUKeHTH ¢ nofo3pedHe 3a CMV zaGonasane, npu kouTo ca Guiid HaGioAaBaHy 1BE MyTALMH Ha
PEe3HCTEHTHOCT, NPENCTABIABALLH YECTOTA HA PE3MCTEHTHOCT 6,9 Y.

KnMHHYHO M3NHTBAHE ¢ YALIKABAHE HA npodunakrikata ot 100 2o 200 AHM clen TpaHCIIAHTALMATA

Hzebpuren e reHorunen ananus Ha reay ULS4 u UL97, nonydenn ot Bupyc, excTpaxupas ot 72 TALHCHTH,
OTrOBApPALLH HA KDUTEPHHTE 33 PE3HCTEHTHOCT: MALIMEHTH C NONOKHUTENHO BUPYCHO HATOBAPBaHe

(> 600 xonus/ml) B kpas Ha NpodHAAKTHKATa WK 60NHH ¢ NoTEbpaeHo CMV 3abonssane a0 12 Mecena
(52 ceamuum) cen TpaHCnNanTauuaTa. TPUMa NALMEHTH BLB BCAKA TPYNA HA NeMeHMe €A HMAIM U3BECTHA
MYTALlHs Ha PE3UCTEHTHOCT KbM [aHLUKIOBHP,

Ienuarpyyna nomynanus

Hevwenue na CMV pemunum:
EBponeiickaTa arcHius 1o 1exapcTeaTa OTMEHH 3aAbIKEHNETO 1d C€ H3BLPIIBAT KIHHMHY
BaJTunT 3a BCHYKH NOArpyNH OT NeAHATPHYHATA TIONYNALMS (PH NEYeHHE HA UHBEKLMH,
CMYV, npH KMYHOKOMIIPOMETHPAHH TIALMEHTH (BXK. Touka 4.2 3a HHpOpMAaLHA 32 Nequa



Hpoghuraxmura na CMV 3aonseare npu mpancnnanmayus

B enHo kauHKYHO H3NHTBaHE Ha dapMaKOKHHeTHKaTa 1 GesonacHocTTa (asa I1 npu neguaTpuyHy
PEUHITHEHTH HA TPAHCIIAHTATH HA CONMAHM Oprany (Ha Bb3pacT 4 Mecela 1o 16 roannu, n = 63),
N0y4aBAIlH BaIraHIHKIOBUP BEAHBXK AHEBHO B IPOAbIKeHue Ha 10 100 1HY criope)l neanaTpHYHKA
ANrOPHTEM 34 JIO3HpaHe (BX. Touka 4.2), ca NOTyYeHH EKCNO3HIMY, NOJOOHH HA TE3U (P4 BLIPACTHHTE (BHK
TouKa 5.2). [lpocnenssaneto cnea fevennero e 12 ceamuun. Ceponornynuat cratryc CMV D/R 1a usxogHo
Hueo ¢ D+/R- B 40%, D+/R+ B 38%, D-/R+ B 19% u D-/R- B 3% 0T cayyaute. Hannune na CMV Bupyc ce
cbobuwasa npu 7 nauxenTH. EctectBoTo Ha HAabMOAABAHHTE HEXENAHH NTEKAPCTBEHH PeakLii € Mogo0HO Ha
TE3H NPH Bb3pacTHHTE (BXK. Touka 4.8).

EjHO KITHHHYHO H3NHTBAHE 32 NOHOCKMOCT §asa [V IpH eAHaTPHYHY peUMNUEnTH Ha GLOpeyeH TpaHCTTAHT
(Ha Bb3pacT 0T 1 710 16 rouny, n = 57), nony4asani BaIFaHUHKIOBUD BEAHBK AHEBHO B NIPOALMKEHHE HA 10
200 1um B CHOTBETCTBHE C ANTOPHTbMA HA 103Mpane (BIK Touka 4.2), 10Ka3ea HKCKA uecToTa Ha CMYV.
[pocnenssatero cnen neueHueto e 24 ceamunu. Maxonuust ceponoruyer craryc CMV D/R ¢ D+HR+ B

45 %, D+/R- B 39 %, D-/R+ B 7 %, D-/R- B 7 % u ND/R+ 8 2 % o1 cnyyaute. CMV BHpemus ce crobluasa
[PH 3 MAUMEHTH ¥ TIPH €MH NAUHEHT HMa NI003peHHE 3a cyual Ha CMV cHHApOM, HO TOif He e moTBLPAEH
upe3s CMV PCR oT uentpanHara naboparopus. EcTecToTo Ha HaGmojaBaHuTe HEXeEIaHH JICKAPCTBEHH
PEaKIHH € NoJ00HO Ha Te3M NpPH Bb3PACTHHTE (BXK Touka 4.8).

Te3sn panHy MOAKPENAT EKCTPATIONHPAHETO HA JAHHHKTE 33 eJHKACHOCT OT BL3DACTHHTE HA IELATa U
OCHTYDABAT NPENOPBKH 3a A03HPaHE NPH TeMATPHUHHTE NAIHEHTH,

Enno knuHndHO H3nuTBake dasa | 3a npoyusade Ha hapMakOKHHETHKATa H 6E30NACHOCTTA NPH MALHEHTH ¢
TPAHCNNAHTalHA HA ChPLE (HA BB3pacT oT 3 ceAMUNH N0 125 anu, n = 14), nonyyaBaiu ¢AHOKPATHA AHEBHA
4034 BANTaHUHKIOBHD B CBOTBETCTBHME ¢ NEAMATPHYHHS AITOPUTBM Ha JO3MPAHE (BK. Touka 4.2) B

2 nocnenosaTenHu AHH, TI0Ka3Ba €KCTIO3ULMM, NOACOHH Ha TE3H NPH Bb3PacTHUTE {BXK. TOUKA 5.2).
[Ipocneassaneto cnen neveHneTo € 7 aun. [poduasT Ha 6e30MaCHOCT CLOTBETCTRA HA TO3H OT Apyrure
KIMHRYHE H3NUTBAHHA IPH NEAHATPHYHHM H BL3PACTHH MALMEHTH, BRIPEKH Ye GpoAT HA nauHeHTHTE H
€KCIIOZHLUATA Ha BANTAHIHKJIOBUP €A OrPaHHYeHH B TOBA KIIMHHYHO W3UTBAHE,

Bpoden CMV
EdukacHocTTa M 6E30M1aCHOCTTA Ha FAHLMKITOBHD H/MIIH BAITAHLMKNOBHD € H3Ce1BaHA NPY HOBOPOAEHH 1
KbpPMaYeTa ¢ BpoaeHa cumnToMHa CMV nHdekuns B 1Be KIMHHYHH HITHTBAHUS.

B mbpBOTO KAHHHYHO H3MUTBAHE dAPMAKOKMHETHKATA M GE30MaCHOCTTA HA EMHHYHA /1033 BAITAHLUKIOBHD
(nososa rpaniua 14-16-20 mg/kg/nosa) ca uscaeasann npu 24 HoBOpoIeHH (Ha BL3pacT 8-34 IHHM) Cbe
CHMNTOMATHYHO BpoaeHo CMV 3aBonssane (Bx. Touxa 5.2). HoBopoaeHuTe 101y4asanu aHTHBHpPYCHO
NeveHue B MPOIb/DKEHHE HA 6 CeAMHLM, & |9 oT 24 NaUHeHTH MONyYaBann 10 4 CEAMHLIY JICYEHHE C
MEpOpaJICH BalllraHLHKIIOBHP, TIPE3 OCTAHAIATE 2 CEAMHLH TE MOMYHMABAIH raHUMKI0BKp i.v. QOcTaHanuTe 5
NAUKEHTH TIONYYaBATH FAHUNKNOBUD i.V. [IPE3 TIOBEYETO OT BPEMETO B KIIMHUYHOTO H3nuTBaHe. BB BTOpOTO
KJHHHYHO H3NHTBAHE Ca MPOYYBAHH epUKACHOCTTA H GE30MACHOCTTA Ha JISHEHHE C BANTAHLHKIOBUP B
NPOABIKEHHE Ha HIECT CEAMULM Ccpelly [WwecT Meceua IpH 109 kupmaerta Ha Bb3pacT ot 2 10 30 auK cbe
cuMnToMHO Bpofeno CMYV 3abonssane. Benukyu kbpMaveTa ca noyuaBaii nepopatHO BANTAHIHKIOBUP B
203a 16 mg/kg 2 MbTH AHEBHO B APObIKeHUE Ha 6 ceamuny, Crea 6 CeaMULM Ha NeveHHE KbPMAUeTaTa ca
PaHIOMM3HPaHH 1:]1 33 NpoAbIKABAHE HA IEYEHHETO C BATraHLMKIOBHP B ChIIATA 1034 WJIH 3a NOJTY4aBaHe
Ha CHOTBETHO NraLebo 0 3aBbpIlIBaHe Ha 6 Mecella Ha AEUEHHE,

ToBa nokazanue 3a neyeHHe [IOHACTOALUEM HE CE MPEMOPBYUBA 34 BANraHLUHKIIOBHD. ﬂH3aﬁH'bT Ha KIIHHHYHATE
M3IMHTBAHKA H IONYYCHHTE PE3YATATH Ca TBBP/E OrpaHUueHy, 3@ Aa NO3BOIAT TOIXOAMLIK 3aKTIOUSHUS

OTHOCHO eMKaCHOCTTa H Ge30MAaCHOCTTA HA BANTaHLMKIOBHD,

5.2 ®apMaKOKHHETHYHH CBOIiCTBA




DapMaKkOKHHETHUHUTE CBOHCTBA HA BAAFaHUMKIIOBHP ¢a GHIH OLEHABZHH npu HIV- # CMV-ceponosurusuu
TNaltHeHTH, NpH nauueHTH cb¢ CIIMH 1 CMV peTHHET ¥ npu 6OMHK ¢ TPAHCILITAHTAINS HA CONHIHH OpraHmu.

[IponopunoHanHocT Ha zo3ata no orsowenue Ha AUC Ha TAHLHKIOBHP CNE IPHIIAraHe Ha BAIraHUMKIIOBHD
B 11030BH rpaHAuH oT 450 1o 2 625 mg e qoKa3aHa caMo Cef HaXxpaHBaKe,

Pe3opbuis

BanranuukiiosHp e npexypcop Ha rasuuknosup. Toii ce pe3opbupa aodpe OT CTOMALIHO-UPEBHHA TPaKT 1
Gbp30 K B ronAmMa CTETIeH ce MeTaboM3Mpa B UPEBHATA CTEHA i HEPHHS apob fo rarnukiosdp. CHcTeMHaTa
CKCMO3HUMA HA BAJITAHUMKIOBHD € NIPEX0AHA H HHCKA. BuoHanMUYHOCTTA Ha rAHUKKNOBMP, MONYYeH OT
NEpopaneH MpHEM Ha BANTAHUMKIIOBHP, € MPHOIU3MTeNnHO 60 % IIpH BCHYKY H3CAEABAHH MOMYNALMH
NALHCHTH H NIONYYEHATA EKCMO3UIHA Ha TAHLHKIOBHP € NOA0GHA Ha Ta3u clell HHTPABEHO3HO MPHIIOKEHHE
(MOJIsL, BUKTE NO-0.TY). 3a cpaBHEHHE GHONATHYHOCTTA HA FAHLHMKIOBAD Ciie NEPOPaNHO NPUIIOKEHKE Ha
10600 mg ranuuknorup (noa hopmara Ha kancyau) e 6-8 %.

Barzanyuxrogup npu HIV-noaoocumentu, CMV-noroxcumennu nayuenmu.
Crctemnata excrniosuums Ha HIV-nonoxutennn n CMV-N0J0KHTENHHN MALHEHTH CIIex NPUIOKEHHE Ha
FAHLUHKNOBHD W BAITAHUMKIOBHP ABA MbTH JHEBHO B IPOABIKEHHE HA €HA CEAMMLIA €;

[Toxasaren [Canuuxnosap Baaranmraosup (900 mg, p.o.)
(5 mg/kg, i.v) n=25
n=18§
[anunknosup BanraHuukioemp
AUC@.121 (pg.h/ml) 28690 32,8 +10,1 0,37 +0.22
Crax (pg/ml) 10,4 £4,9 6,7+2.1 0,18+ 0,06

HokasaHo e, e epMKACHOCTTA HA FAHIIMK/IOBUP [0 OTHOLIGHHE HA Y/bIDKABAHETO HA BPEMETO [0 TIPOIpeckn
Ha CMV peTuHUT kopenupa cbe cucTeMHaTa excnosuuus (AUC),

Barzanyuxnosup npu nayuenmu c mpancnaanmanyus wa conudnu opeany
CHCTeMHATa eKCIIO3HLUMS B PABHOBECHO CHCTOAHHKE Ha FaHUMKIIOBUP [PH NALUEHTHTE C TPAHCIUIAHTALHA Ha
COMHANK OPraly CIC/ EXEAHEBHO NEPOPATHO NPUAOKEHHE HA TAHLMKIOBHP H BANTAHUMKIOBHD ¢

IMoxasaren lanumenosap Banranumknosup (300 mg, Benitx aHeBHO)
(1000 mg 3 weTH AHERND) n= 16l
n=382 I"aHuUMKNOBHP
AUC0-2am (pg.h/ml} 28,0109 46,3+ 15,2
Crux (pg/ml) 1.4+ 0,5 3315

CrcTeMHaTa eKCNo3uIuA Ha FRHUKIOBHD IPH PELMIMEHTH ¢ TPRHCMIAHTALNS Ha Chbplle, 6BOpeUn 1 uepen

Apod ¢ OHiia 1ogoGHa Clies NEPOPATHO NPUIOKEHHE Ha BANTaHLMKIOBHD CTIOpPe]l ANrOPHTBMA 34 NPHICKEHHE
B 32aBHCUMOCT 0T ObOpeyHata GyHKumS,

Edpexmu na xpanama:

Korato sanraHuMk10BHp € aBan ¢ xpaHaTa B [penopeYHTENHaTa 403a oT 900 mg, e Habnwoaasano
NOBHILEHHE KaKTO Ha cpepnata AUC Ha ranuuknosup (npunusurenno 30 %), Taka u Ha cpesHnTe

CTOMHOCTH HA Crpx HA TAHIMKIOBHP (MPHONM3UTENHO 14 %) B CPABHEHHE Che CTOHHOCTHTE Ha rnaauo. Oceed
TOB2 MHTCPHHIHBHAYATHHTE DA3IAKM B €KCTIO3HUHATA HA TAHIMKIIOBHD HAMAJIABAT TIPH NpHeMake Ha Banuur
¢ xpanara. [To Bpeme Ha KNMHHYHUTE W3MHTBAHKS Banuut e 6un npunaran camo ¢ xpaua. [lopanu ToBa ce
npenopbyBa Bamur sa ce npunara ¢ xpaHa (Bx. Touxa 4.2). ﬁun X
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PasnpeneneHue
[Topanu 6Bp30TO NpeBpbiNaHe Ha BANraHIHK/IOBUP B FaH UHKIIOBUD, CBLP3BAHETO HA B




TNPOTCHHHTE He € onpenensHo. OGeMBT Ha pasnpenencHe (Vy) B PaBHOBECHO CHCTOSHHME Ha FaHUHKIOBUp
CJIel HHTPaBEHO3HO IpHiIoxkenue e 6ua 0,680 £ 0,161 I/kg (n = 114). OGemnT Ha pasnpenenenue Ha i.v.
NPUNOXKEH FAHUHMKIOBHD KOPENUpa ¢ TenecHOTO Terno. O6eMBT Ha pasnpeaeneHue B CTAMOHAPHO ChCTORHHE
€ B rpaEuUmTe ha 0,54-0,87 I/kg. TaHuuknoBHp NPOHHKBA B IPbGHAYHO-MOIbYHATA TEHHOCT. CBbP3BAHETO ¢
nyiasMeHuTe NpoTerny € 1 %-2 % 0pH KOHUEHTpalkH Ha raHLMKkioBup oT 0,5 1 51 pg/ml.

buotpaucdopmaiiug
Banratuuknosnp ce Metabomu3upa Gbp30 M B ronsaMa cTeneH go TaHUHKIIOBUP; HE Ca OTKPHTH APyTH
MerabonnTi. CaMHAT FAHUUKIOBHP He Ce MeTabOIH3Mpa B 3HAYNMA CTEleH.

Enumunupane
Cnen npunarale Ha NepopaieH BaTaHUHKIOBUP, nekapeTBOTO OBP30 C& XHAPOMH3APA A0 FAHLHUKIIOBHP.

T'aHuHKNOBHP Ce SIIMHHMPA OT CHCTEMHOTO KPLBOOGpALIEHHE YUpe3 FIoMepyTHa BHITPALHSA U AKTHBHA
TyGynua cexpeuns. [Npu nauuenTu ¢ HopMansa GeGpeuna Gyrkuus Hag 90 % oT i.v. IpHNOKEHNs
FaHUHKIIOBHP C€ OTKPMBA HEIIPOMEHEH B ypuHaTta a0 24 yaca.

lonyxMBOTLT Ha ENMMHHHPAHE HA FAHUMKIIOBHD CJTE]l NPUIOKEHHE BEHEK AHEBHO HA BaJITAHUHKIOBHD €
4,1 + 0,9 vaca (cpenno £ SD) npu pezpactin HIV-nonoxutenun/CMV-nonoxute 1y naukenty. BmxTe B
TabAHIATA NO-10JTY ONYXHBOTA HA €IHMHHUPAHE Ha FAHLIMKIOBUP Ce IPHIOKEHHE BEANDXK HEBHO Ha
BANIFAHLHKNOBHP NMPH BB3PACTHH ¢ TPAHCIIAHTALIMA HA COMHAEH OpPraH.

DapMaKOKMHETHKA NPH CrieuHanHy KIHHHYHE CHTVAIHH

[Teduampuuna nonyrayus

B eano knuuu4HO M3NHTBaHE Ha dapMakoKHHeTHKaTa u GesomacHocTTa dasa Il NpH NEAHATPHYHH
PELUMIHEHTH HA TPAHCILIAHTATH HA COTHAHM OPraHu (Ha Bb3pact 4 Mecela A0 16 rogunu, n = 63)
BAJraHLHK/IOBHD € 1aBaH BEAHDLXK HEBHO B MPOAbKeHHE Ha 10 100 1HH. PapMaKOKHHETHUHUTE NOKA3ATENH
¢4 NOJI0OHH NpY BCHYKH BUAOBE OPraH M Bh3PaCcTOBU 'PAHULM H 8 CPABHHMH C Bb3PACTHUTE.
TlonynaunonHoTO PapMAaKOKHHETHYHO MOAENHpaKe NIOKA3Ba, Ye GHOHATHYHOCTTA € npnbauzuTenHo 60 %.
KHpBHCDBT ce NOBAHSBA MONOKUTEIHO OT TEIECHATA NIOBLPXHOCT H B6peurara byHKHS,

B enno knunnyHo usnureane ¢asa I 3a npoyusane Ha hapMakoKHHETHKATA M GE30MACHOCTTA npH
NCAMATPHYHH PELHITMEHTH HA TPAHCITAHTALUA HA ChpLe (Ha BL3pacT oT 3 ceaMuuu A0 125 auu, n = 14)
BA/IFAHUHKIIOBHD € A4BAH BCAHBLIK JHEBHO B NPOOB/DKEHHME HA J1BA JIHH OT U3nUTBaHeTO. [lonynaunoHHaTa
(apMaKOKMHETHKA H34HCNABa CpeaHa CHOHAIMYHOCT OT 64 %.

CpaBHeHHE Ha Pe3y/ITaTUTE OT TE3H IBE KIMHHYHY H3IHTBAHUS W HapMAKOKHHETHUHHTE pe3yaTaTH OT
BL3pacTHATa NONYNalyus noKasea, ve rpaHHLuTe Ha AUCo.24n €2 MHOTO NOZOGHH BBE BCUUKH Bb3PACTOBH
rpynH, BKIOYHTENHO Bb3pacTHHTe. Cpenrnte ctoitnocti 3a AUC24n U Cogx CBILO ¢a TOI0GHH B
NEHATPHUHHTE IPYNH Ha BB3PACT < 12 rofieH, BBIPEKU Y€ ChUIECTBYBA TCHACHLMS 32 HAMAABAHE Ha
cpeanute cTOHHOCTH Ha AUCo.24n Mt Cruax B LISTIHS NI€AHATPUYEH BB3PACTOR AMANA30H, KOSTO H3MNEKAA
KOPE/IHpA ¢ yBeniyasaliaTa ¢¢ Bb3pacT. TasH TEH/ICHLHA e N0-0YEBHAHA [IPH CPeJHUTE CTOMHOCTH Ha
K/IHPBHCA 1 BpEMETO Ha NoyenuMuHUpaHe (t12). Tosa obaue Tpabpa fa ce ouaksa, THif KATO KIMPBHCBT Ce
[OB/IHABA OT NPOMCHHTE B TELNIOTO, PBCTA ¥ OBOpevHaTa QyHKLMS, CBBP3aHH ¢ M3PACTBAHETO HA NALIHCHTHTE,
K&KTO NOKa3Ba [IOMYNAIMOHHOTO (apMaKOKHHETUYHO MORETHPAHE,

Cnennara tabnuua o6obmasa u3uucnenute o1 Mofena rpaHuum Ha AUCo.24 32 TaHIHKTOBHP B TE3H BE
KIHHHYHH H3TTHTBAHUA, KAKTO U CTORHOCTHTE HA CPEAHOTO B CTAaHAAPTHOTO oTKAoHEHHE 32 AUCq.24n, Couax,
CL 1t 3a CbOTBETHUTE NEAMATPHYHH BE3PACTOBH IPYIH, CPABHEHH C JAHHUTE IPH BB3PACTHATE:




©K nokazaren Bripacran* NeauaTpuunn naunenTu
=18 roamun <4 mecena 4 meceun - <2 roa. >2-<12ron. 212 roa. — 16 Ton.

(n=160) (n=14) (n=17) (n=21) (n=25)
AUCoam{pgh/ml} | 4631152 68,1 = 19,8 64,3 +29,2 59,2+ 15,1 5034150
I'paHHua na 154 - 116,1 34-124 34-152 36-108 22-93
AUCp2an
Conax (ug/ml) 53+1,5 10,5+ 3,36 10,333 94+27 80+24
Knnpuhe (Vh) 12,745 1,25+ 0,473 25+24 45+29 64+29
tiz (h) 6514 1,97 £ 0,185 3,114 41+£1.3 55+1,1

* M3pneuenn oT qoKnan Ha KTHHHYHO W3OMTEalE PV 16 000

Mosara Ha BalumT B IBeTe KIMHHYHH H3NHTBAHKUA OTHCAHH NMO-TOPE ¢ NPHAOKEHHE BEAHEK THEBHO CE
OCHOBABA HA TeNCCHaTa NOBBPXHOCT (BSA) u kpeaTnnHHOBUs Knupwhe (Cler), nonydenu upes
MoaHQmurpara popmyna Ha Schwartz 1 H3uHCAeHH ¢ OMOILTA Ha ANrOpHTHMA 3a J03UpaHe, IpeACTaBeH B
Tovka 4.2,

DapMaKOKHHETHKATA Ha FaHLMKIOBH ClIE] IPHNOKEHHE HA BANTAHLHKIOBHP ChLIO € OLeHABAHA IIpH JBe
KJAMHUYHH H3NUTBAHHA TIPH HOBOPOACHHN H KbpMaUeTa CbC CHMIITOMAaTHYHO BpoaeHo CMV zabonseane. B
MMbPBOTO KIMHHYHO H3NKTBaHE 24 HOBOPOAEHH Ha Bh3pacT 8 10 34 AHM ca mosyuasanu 6 mg/kg [AHLHKIOBHD
WHTPAaBEHO3HO ABA MBTH JHEBHO. Crie/l TOBA, MALMEHTHTE Ca JIEKYBAHH ¢ NEPOPATIEH BANraHLMKIORHD, KBAETO
Ao3aTa Ha BANTAHIIUKIOBUD Npax 3a AepopalieH pasteop Bapupa oT 14 mg/kg 10 20 mg/kg aBa TbTH AHEBHO;
obIara Npob/IKUTENHOCT Ha Niederie e 6 ceamuun. Jlosa ot 16 mg/kg ABa 1bTH AHEBHO BJITAHLMKIOBUD
Npax 3a [ICPOPANEH pasTBOp OCHIypABA €KCNO3HULMS Ha FAHIEKIOBHP, CpaBHHMA ¢ 6 mg/kg MHTPaBEHO3HO
FaHUHK/IOBHP AB& THTH AHCBHO NPH HOBOPOACHH, KATO MOCTHra CHLIO €KCIIO3MLUS HA FAHIHKIOBHD, TOJ00HA
Ha ehexTMBHATA MHTPABEHO3HA 103 OT 5 Mg/Kg NPH BL3PaCcTHHTE.

Bbe 810opoTo knHHuuHO H3nuTBaHe 109 HOBOpoAeHH Ha BL3pacT oT 2 a0 30 IHu nonyvaeat 16 mg/kg
BaNTAHIWKNOBHD Npax 3a NEpopasieH pa3TBOpP [IBA TbTH AHEBHO B NTPOIB/KEHME HA 6 CEJIMHLM H cien ToBa 96
OT BCHUKHTe 109 BKITIOYEHH NAlUHEHTH Ca PaHIOMH3KPAHHU Ja TIPO/IBIDKAT Jd NoayqaBaT BAJIFAHLIHKIOBHP HIIH
nnauebo B mpoab/kenue Ha 6 Mecena. Cpeanara AUCh. 120 06aye € No-HHCKA B CPaBHEHHE Che CTORHOCTHTE
Ha cpeaHata AUCq.i2n B MPBOTO KIMHKYHO W3NUTRaHe. CllefHaTa TabiHLA N0KA3BA CPEJHHTE CTOHHOCTH Ha
AUC, Crax 1 ty;, BKNIOYHTENHO CTRHIAPTHHTE OTKJIOHEHHS, B CPABHEHME C JAHHHTE NpH BL3IPACTHHTE:

®K nokazaren Buapacruu HeanaTpuyun naunenTH (HOBOPOACHH H KLPMaYeTa)
5 mg/kg GAN 6 mg/kg GAN 16 mg/kg VAL 16 mg/kg VAL
Eannnuna goza 2 X querno 1 X aHeBHO 2 x anerHo
(n=8) (n=19) (n=19) {n=100)

AUCo= (pgh/mL) 254+432 - - N
AUCq-12n (pg-h/mL} - 38,2+427 30,1+15,1 20,85+ 5,40
Cuinx (ng/ml) 9,03+1,26 12,9+ 21,5 544 +4,04 -
tiz (h) 3.32 £ 047 2,520,585 298+ 1,26

GAN = lanunwiosup, i.v VAL = Bairanunknossp, nepopanto




Te3u nanuy ca TELPAE OrpaHHYEHH, 32 A2 NO3BOIAT /1A CE HANPABAT 3AKIKOYEHHS OTHOCHO e(HKACHOCTTE MITH
NPENOPEKH 3a A03HpaHe NpH NEAHATPHYHH NALMEHTH ¢ BpoteHa CMV uudekuns.

Cmapuecka sv3pacm
He ca npoBexnanu uscneasanus Ha $apMakOKHHETHKATA Ha BANTAHLMKIIOBHP HITH FAaHLHKJIOBHP NpH
Bb3PACTHH Hax 65-TOAMILHA Bb3PacT (BXK. Touka 4.2),

Hayuenmu ¢ 6vbpeuno yepeacdane
PapMaKOKHHETHKATA HA FAHLMKIOBMP ClieM eIHOKpaTHa 403a 900 mg BaNraHUMKIOBUD € OLeHena npy 24
HHaye 3Apasd HHAHBHIH ¢ 60peqHO yBpex Nane.

(apMaKOKHHETHUYHH NOKa3aTENH HA TAHLUMKNOBUP cllef] eTHOKPaTHA fo2a Banuut Tabaetky 900 mg npu
MAlHEHTH ¢ pa3niyHa cTeneH Ha 6u0peyno yBpexkIaite:

Hauucnen N Buaum knupshe AUClast (pg-h/ml) | Bpeme na
KpeaTHHHHOB (ml/min) Cpeano + Cpeauo + SD NoJ1yeIHMHHHPAHE
KJAHPBLHC SD (uacose)} Cpeano + SD
{ml/min)

51-70 6 249 + 99 495+22.4 4,85+ 1,4

21-50 6 136 £+ 64 91,9+43,9 10,2 +4,4

11-20 6 45+ 11 223+ 46 21,8+5,2

<10 6 12,8+ 8 366 £ 66 67,5 £ 34

Hamanerara 6b6peuna yukuus e 10Bena 10 HamaleH KIHPBHC HA FAHLMKIOBHD, [IOJTY4EH OT
Ba/raHLMKAOBHP, ChC CHOTBETHOTO YBENHYECHHE Ha TEPMHUHATHOTO BPEME HA NOTyeIHMIHKpare. [lopaau
TOBA C€ Haflara KOPMrUPAHE Ha 103aTa [IPH nauueHTH ¢ 0u0peuno yBpexaane (BxK. toukd 4.2 u 4.4),

Hayuenmu, nodnoxcenu na xemoduaruza
Ilpn naumeHTH Ha XEMOAMANH3A HE MOTAT fa C€ NafaT IPENOPEKH 3a f03MpaHe Ha Banunt 450 mg
dunmipanu Tabnetin. Toba ¢ Taka, 32110TO HHAHBH/YANHATA 1032 HA Banuut, Heo6xonuMa [PH TE3H

NAUHEHTH, € Io-MaJka oT 450 mg Tabnetka. [Topaau ToBa, Banunt Gunmupany TaGneTkn 1e TpsoBa 1a ce
U3MON3B2 NPH TE3H MTAUKEHTH (Bx. TOUKH 4.2 u 4.4).

Cmabunnu nayuenmu ¢ 4epHeOPOGHA MPAKCRIGHMAYUS

B eawno oTkpuTO KpBeTOCaHO NpoyyuBaHe ot 4 uactu (N=28) ¢ Hicneasaua dapMaKOKHHETHKATA Ha
FaHUHK/IOBMP, NONYYEH OT BANIFAHLMKIIOBHP, TTPH CTalMNHK NAUMEHTH ¢ YEPHOAPOOHA TPAHCTLTAHTALHA,
BHOHANHYHOCTTA HA raHLMKJIORHP, NOYUCH OT BANraHUMKIOBHP, ClIE/ SAHOKPATHA 1032 o1 900 mg
BANTaHLMKNOBUP CNEN HaXpaHBaHe e npubnuzutenno 60 %. AUCo. 4 Ha raHUMKAOBUP € CPaBHAMA ¢ Tazy,
nomyuera npH 5 mg/kg MHTPaBeHO3eH TaHUMKIIOBHP IPH NMALMEHTH ¢ 4EPHOAPOOHA TPAHCILIAHTALHS.

Hayuenmu ¢ weprodpobro yepexcdane

BesonacHocTTa ¥ edHkackocTTa Ha Banunt Guamupann TabneTky He ca n3cnenBaHH NIPH NALUEHTH C
uepHOAPoGHO yBpekaaHe. HepHoapoGuoTo yBpekiane He Gu Tpabeano 1a nosauiza apMakoKHHETHKATA Ha
TaHUHKJIOBHD, Thil KaTO TOH Ce exCKpeTHpa npe3 OBOpeLUTe M MOpa/IH TOBA HE ce HANpaBeHy crieLudHYHNI
NpenopbkH 3a J03HpaHe.

Hayuenmu ¢ Myxogucyudosa
B eano dapMakokHHeTHUHO npoyuBane (asza [ 1pn peuunueHTH ¢ 6e01pobHa TPAHCIIAHTALIMA ChC HIH 6e3
mykobucunzosa (CF) 31 nauuentn (16 CF/ 15 He-CF) ca DONYYHIN NOCT-TPaHCITAHTALHOHHE
npodmanaktika ¢ 900 mg Banuur gHeBHo. TIpOyUBaHETO 10Ka3Ba, Ye MYKOBHCLIMZO03ATA HE N1OR
3HAYHMO CHCTCMHATA EKCITO3ULIMA HA FAHLMKIIOBHD NMPH pelMIHeHTH e ¢ GenoapoGua Tpan ,.,

EkcnozuiyaTa Ha FaHUHKIOBUD NP PELMNKEHTH ¢ 6en0ApotHa TPAHCIIAHTALIMS € CPABHY

SKCMO3HUKATA ¢ JoKa3aHa edHKacHOCT 3a npodunaktika Ha CMV sabonaeane npu peuui




TPaHCNNAHTAIIHA HA APYTH CONHMAHK OpraHy,

53 [IpexknunHYHA nanHH 32 GezonacHocT

BanraHuKIoBHp € Npekypcop Ha FAHLMKIORKD H NIOPaAH TOBA eeKTUTE, HAGTIONABAHM C FaHLMKJIOBHD, C&
OTHACAT H 33 BANraHUMKMOBHP. TOKCHYHOCTTA HA BANTAHIHKIOBHP B NPEAKIMHHYHH NPOYYBaHHA 33
Ge3somacHocT e ChillaTa KaTo Ta3H HAbIO1BaHA DM FAHUHKIOBHD U ce HHAYLHPA NPH HHBA Ha EKCIO3HLUS KA
FaHLHKJIOBUP, CPABHAMH HJIY [I0-HHCKH OT T€3M MPH XOPa, NONYYaBall¥ HHAYKUHOHHA 103a.

Te3n KOHCTAaTAUNH Ca FOHAJOTOKCHYHOCT (3aTy6a Ha TECTHKYIapHH KNeTKH) H HeypOTOKCHIHOCT (ypeMus,
KITETbYHA AEMEHEPALMA), KOWTO Ca HeOOPATHMHU; MHENOTOKCHYHOCT (aHEMHS, HEYTpOreHus,
MTUMQOLUHTOREHHS) H CTOMALIHO-YPEBHA TOKCHUHOCT (HEeKpO3a Ha MYKO3HHTE KJIETKH), KOUTO ca 06paTuMH.

l'anumknoBup e MyTareHer B MUK TUMGOMHH KIIETKH H € KITACTOTEHEH B KIIETKH Ha Bo3aitHuum, Tean
PE3YIITATH CEOTBETCTBAT HA MIONOAUTENIHHTE PE3YNTATH OT IPOYHBAHETO 32 KAPLIMHOrEHHOCT HA FaHUMKIORHP
NMPH MHWIKH, [aHUMKIOBHD € NOTeHUMANEH KAPLHHOTEH.

JOIMbIHUTEIIHN IPOYYBAHHS COUAT, YE TAHLMKIOBHP € TEpaTOreHeH, eMGpHOTOKCHYEH, nuxubupa
cnepMaToreHesara (T.¢. yBpex1a MbKKuA GepTUNNTET) H NOTHCKA JKEHCKHS (epTHIMTET.

ﬂaHHHTe [1pH HBOTHH 110Ka3BaT, 4ye TFAHLIHKIIOBHP CE €KCKPETHPA B KbPMATa Ha KbBPMELLH ILTLX0BE.

6. OAPMAIEBTHYHH JAHHH

6.1 CNHCBHE HA NOMONIHHTE BEMWECTBA

Copuenida Ha Tabnerkara
Hoeupor K30 (E1201)

Kpocnosuaos (E1202)
Mukpokpuctanna ueaynosa (E460(i))
Creapunosa kucennna (E570)

DHIMHDPALIO MOKPHTHE HA TabieTKaTa
Opadry Pink 15B24005, caaspxkaiuo:
Xunpomenosa (E464)

Tutanos auoxcun (E171)

Makporon 400

Yepsen xenesen okcnn (E172)
[ToaucopGar 80 (E433)

6.2 HectrBMmecTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha rognoct

3 roguHH.

6.4 Chnennanng ycaoBHa Ha ChbXpaHeHHe

To3H JiekapcTBeH IPONYKT HE M3KCKBA CIENHANHH YCAOBHS HA CbXpaHEHHE,
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6.5 JaHHH 32 0DIAKOBKATA

byTuika oT noametnnen ¢ ucoka nnstHoet (HDPE) ¢ nonunponinerosa Karayka, yCTOHYMBA Ha OTBapsHe
OT JIELA, H IAMYY€H TAMIIOH.

Pasmep na onakoskara: Eqna 6ytuntka, cuabpixama 60 TabreTky.

6.6 Creunanun npeanasHyg MepKH NPH HIXBLPISHE

Hensnonssanuar nexapcTBeH NPOAYKT WM OTIIAXALUHUTE MATCPHAIH OT HETO TpsOBa Ja ce H3XBLPASRT B
CBOTBETCTBHE ¢ MECTHUTE H3HMCKBAHHA.

7. IIPHTEXATEJI HA PA3PEIIEHHUETO 3A YIIOTPEBA

CHEPLAPHARM Arzneimittel GmbH

Ziegelhof 24

17489 Greifswald

I'epmanusn

8. HOMEP(A) HA PASPEUIEHUETO 3A YIIOTPEBA

20040580

9. TATA HA TBPBO PA3SPEINABAHE/ NOJHOBSBAHE HA PA3PELIEHHETO 3A
YIIOTPEBA

20 nexempu 2004 1. /09 nexemspu 2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Despyapu 2026

HoznpoGHa uadopMauus 3a To3u NeKapcTBER NPOAYKT € NPEAOCTABEHA HA yebcaiita Ha H3usnuuTenna
areHuus No jekapcreata www.bda.bg,




