KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUA IMTPOAYKT
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Beska rabnerka cvabpxka S0 mg azatuonpuH (azathioprine).

[ loMOLIIHO(H) BELIECTBO(A) € U3BECTHO AEHCTBUE: JIAKTO3a MOHOXM/IpAT.
3a MbJIHUA CMUCHK HA NMOMOILIHUTE BELLIECTBA BHIKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Ouamupana Tabnerka

UMYPAH 50 mg ¢punamupanun TabneTku ca »biTH KPbriu ABOMHOM3MbKHAIM (PUIMHUPAHH TaONETKHM C
o3HavyeHue .. IM 5%,

4. KAUHUYHU JAHHHU

4.1. TepaneBTHYHH MOKA3AHHSA

UMVYPAH ce n3non3ea Kato UMyHOCYNPECHBEH aHTHMETAOOIUT CAMOCTOATETHO MW, MO-Y4eCTO. B
KOMOMHAaLMsA ¢ ApYrH NekapcTBa (OOMKHOBEHO KOPTHUKOCTEPOU/IN) H MPOLIELYPH 3a NPOMSAHA Ha
HMYHHHS OTroBOp. I'epaneBTHUHHUAT edeKT ce NposBiBa Clie/l HAKOJIKO CEAMMLIM MM Mecela. KaTo
BOJIH /10 peayuupaHe Ha HeoOXoaumara 103a kopTukocTepoua. 1o TO3M HayuH ce HamansaBaT
TOKCHYHHUTE MPOSBH HA KOPTHKOCTEPOUIUTE MPHU NPOABJIKHUTEIIHO MPUJIaraHe v B roJieMH J03H.

MUMYPAH B koMOHHaUHMA ¢ KOPTHKOCTEPOUIH H/WIH APYTH UMYHOCYTIPECHBHH MPOLYKTH H NPOLIETYPH
€ MOKa3aH 3a NOTHCKaHE peaKLMATA HAa OTXBbPJISSHE HA TPAHCIUIAHTUPAHU OPraHu OT OpPraHu3ma, Kato
ObOpeLH, yepeH Apod M Chbple, ChLLO TaKa Ja peyLHpa Heo0XoaumaTa 103a KOPTHKOCTEPOUIH NpPH
OBOpeuHa TpaHCNIaHTaLU.

MMYPAH e nokasaH 3a jieueHHe Ha yMEPEHO TEeXKKH M TeKKH Bb3NaIUTENHH 3a00J19BaHHUA HA YepBaTa
(Oonect Ha KpoH W XpOHMYEH yiLepo-XeMOoparuueH KOJIMT), MPH NaLMEHTH ¢ NOKa3aHa Teparnus ¢
KOPTHKOCTEPOH/IH, NMPH NALMUEHTH C HEMOHOCHMOCT KbM KOPTHKOCTEPOMU/IM HJIK TIPH pepakTepHO Ha
00HuaitHOTO NneuyeHue 3aboJ1aBaHe.

[Tpu npunoxenne Ha UMYPAH camocTosTenHO WK MO-4€CTO B KOMOGMHALIMSA ¢ KOPTHKOCTEPOMIH
W/WIIKW IPYTH MPOYKTH H NMPOLIEAYPH C€ NMOCTHra KIIMHUYHA 10J13a (KaTo HaMaIsBaHe Ha J03aTa Wiiu
CMUpaHEe NMpUEMa Ha KOPTHKOCTEPOU/IH) MPH HAKOU NALMEHTH, CTpadallld OT CJIEAHUTE 3a00NBaAHU:

TE€KbK PEBMATOUIEH APTPMUT:

CUCTEMEH JTYYC EPUTEMATOEC;,
JE€PMATOMHO3HUT U MOJTUMHO3HT;
ABTOMMYHEH XpOHHUYEH aKTHBEH XEMNaTHT;




neM@puryc Byarapuc;

Bb3JIECT MOJIHAPTEPHMT,

aBTOMMYHHA X€MOJIMTHYHA aHEeMMUS,

XPOHHYHA peLMAUBHPALLA HAHONATHYHA TPOMOOLIMTONEHHWYHA NyPIYDa;
peflancypalo-peMUTEHTHA MHOJKECTBEHA CKIEPO3a.

4.2. [do3uMpoBKa H HAYHH HA NPHJICKEHHE

OO0 nooxkeHns

AKO JIEKapCTBOTO HE MOXE 112 Ce NPHEMA NEPOPATHO, MOXKE Aa CE NPUIOKH UHTPABEHO3HO
HHXKekuHoHHaTa hopma Ha UMYPAH. [1pu Bb3MOXHOCT 3a nepopaleH NpHeM HHTPABEHO3HOTO

npuaoxeHue Tpabea aa cnpe.

Tabnerkure MMYPAH T1pa6Ba na ce npuemar Haii-manko | yac npeau unu Hail-Manko 3 yaca cien
KOHCYMAaUHA Ha MIIAKO WK MJIEMHH NPORYKTH (BXK. TOouka 5.2).

B oTaenHn cneunpruHm KNHHHYHK cnyyaun Tpabea aa ce nosi3sa HHGOpPMALIMS OT CnELIHATH3IMPaHaTA
MEHLIMHCKA JIMTEpaTypa.

Jlo3upoBka

IIpunosxcenue npu svi3pacmuu

HA03HpOBKA CJIeJ TPAHCIJIAHTAIHA — BLIPACTHH
B 3aBMCMMOCT OT TUMa Ha UMYHOCYIPECHBHATA TePaNus ce Npuiara nepopanHo ao3a ao 5 mg/kg
TeJIECHa Maca (T.M.) Npe3 MbpPBHUA AEH.

[lpunara ce noaaspkawma go3a ot | 10 4 mg/kg T.M. AHEBHO, KaTo A03aTa TpabBa Aa ce onpeaeny B
3aBUCHUMOCT OT KIHHHYHHTE HY)KAM U X€MaTOJIOFMYHATa NOHOCHMOCT.

[Topaan puck oT OTXBbpJISHE HA TPAHCIUIAHTATa NOAXbpXKALLO Neuenne ¢ HUMMYPAH Tpa6sa na ce
npuiara HEOrpaHWYEHO ABLATO, AOPH NPU HEOOXOAUMOCT OT IPHEM HA HUCKH J03H.

Jl03MpoBKa NPH MHOXKECTBEHA CKIEPO3a
[IpenopbuaHaTa AO3MPOBKA 3a JIEUEHHE Ha peslancHpaLla PEMHTEHTHA MHOXKECTBEHA CKIepo3a €
2-3 mg/kg T.M. AHEBHO. 3a NNposBa Ha e()EKT OT IEYEHUETO MOXE Ja € HEOGX0IMMa MPOABIKHUTEIHOCT

Ha ICYCHHUE Haa €1Ha roaMHa, a OBNlagBaHE Ha NPOrpecHaTa Ha 3abosiaBaHeTO MoXe aa Obae
[IOCTHUIHATO U €ABa CNel ABE r'OJHHHU JIeHeHHe.

Jlo3HpOBKa NPH APYIrH ¢CbCTONHHA — Bh3PACTHA

B obmus cayqait HavanHaTta n03upoBka € Mexay | U 3 mg/kg T.M. AHEBHO, KAaTO B Te3M rpaHHLH 103aTa
MOX€E [ia C€ MPOMEHA B 3aBUCHMOCT OT KIIHHHYHOTO NOBAHARAHE (KOETO MOXKe J1a C€ NPOABH clej
CEIMULIH MKW MECELIH) U XEMATOJIOTrHYHATA MOHOCHMOCT,

[Ipu monoOpeHne Ha CLCTOAHHUETO B PE3YITAT OT TEpPaNUATa TpAGBa Ja ce OOMUCIIH HAMAIABAHE HA
noAxbpAKallaTa 103a 10 HAH-HUCKOTO HUBO, HEOOX0AMMO 3a NOAABLPKAHE HA TOBA CHCTOAHHE. AKO B
NBLPBUTE TPH MECELA HE HACTBINH NOAOOPEHHE B CHCTOAHHETO Ha MAaLMEHTA, TPAOBa Aa ce OOMMCIN
npekpatasaHe Ha neyenueTo ¢ UMYPAH, Ho npu nauneHTH ¢ Bb3nanuresHo 3abonssaHe Ha yepsaTa
NEKapCTBOTO TPKOBA Aa ce NpHAara Haik-Manko 12 Meceua, KaTo NPOMAHA B KTHHHYHOTO ChCTOSHUE
MOXK€e 1a HE HACTBNH NO-paHOo OT 3-4 Mecela cea HavanoTo Ha TePanuaTa.




B 3aBHCHMOCT OT 3a00NSBAHETO, KOETO C€ JIeKyBa, H HHAMBMAYATHUA OTIOBOP OT CTPaHa Ha NAaLUEHTa,
BKITFOYMTENIHO XEMATOMOMHYHATA NOHOCHUMOCT, HEOOXOAMMHTE 33 NOAABPAKALLA Tepanus A03W TpaOBa Na
ca B MHTEpBaia oT No-HUCKH oT | mg/kg T.M. 10 3 mg/kg T.M. AHEBHO.

[Teouampuuna nonynayus

Jdo3npoBKa crea TPaHCIIAHTAIHS
Buwxre ,,/JI03HpOBKa ClleA TPAaHCIUIAHTALM% — Bb3PacTHH™.

J03upoBKa NPH MAOKECTBEHA CKJIepo3a
MHOXECTBEHA CKIIEPO3a HE Ce IHArHOCTHUMPA YecTo Nnpu teua. He ce npenopbusa npunoxeHue Ha

a3aTHOTIPUH.

Ho3upoBxa EpH APYIrR CHCTOSTHAN
Jdena ¢ HAAROPMEHO Tero

JleuaTa ¢ HAAHOPMEHO TENIO MOXKe Aa MMAT HY»K4a OT A03H B ropHara 4acT Ha JO30BUS OHAMA30H U MO
Ta3u NMPUYHHA CE€ NMPEeNnopbYBa BHUMATERHO NPOC/ieAdBaHe Ha OTrOROPA Ha JieueHHeTo (BXK. Touka 5.2).

Ipunoscenue npu nayuenmu 8 cmapuecka 6v3pacm

OnutsT B NpHaokeHneto Ha UMYPAH npu naumenty B cTapuecka Bb3pacT e orpannueH. Bonpekn ue
HATHYHHTE JaHHK HE NaBaT A0Ka3aTeNCTRA, H¢ 4€CTOTaTa Ha HeKenaHuTe peakunu ot UMYPAH npu
MaUHEHTH B CTapYeCKa Bb3pacT € NO-BUCOKA OT YECTOTATA NPHU OCTAHANUTE TTALUEHTH, MPENOPHUNUTENHO
€ Ja ce npocneaasat ObOpeuHaTa M yepHoapoOHaTa GyHKUMM U Ja ce OOMUCIM HaMaNaBaHe Ha 103aTa,
aKo Te3W (PyHKLIMH ca yBpeaeHH (BX. Touka 4.2 — Ipunoxcenue npu nayuenmu ¢ 6v6peuno w/uiu
4ePHOOPOOHO yapexcoaHe).

Ipusoxcenue npu nayuenmu c 6v6peuno uw/unu ueproopobuo yepexcoane

[Ipn naumenTH ¢ HapylueHn 6BOPeUHN W/WM YepHOAPOOHH GYHKLIMM Ce NPENnopbYBa HAMANSBAHE HA
nosarta (Bx. Touka 4.4.).

Bzauvooeucmsue ¢ opyeu aekapcmeeru npooykmu

Korato HHXMOMTOP Ha KCAHTHHOKCHA3aTa, KaTO HAMp. ANONYPUHO, CE TIPUNAra €AHOBPEMEHHO C
a3aTHONPHH € MHOTO BaXKHO Aa ce npunara camo 25 % ot odxyaiHaTa 103a Ha a3aTUONPHH, Thit KATO
Aoy pyHOT HaMaiBa CKOPOCTTa Ha pasrpaXkIaHe Ha a3aTHONPHH (BX. Touka 4.5).

IHayuenmu c oecpuyum na TPMT

[MaunenTHTe ¢ HacneaCTBEHA HMUCKA WITH JIMIICBALIA AKTHBHOCT HAa THOMYPHH-S-MeTHATpanchepazaTa
(TPMT) ca ¢ nOBHILEH PHCK 3a TEXKH NPOSBY HA TOKCHUHOCT Ha a3aTHOMPHH MPH KOHBEHLMOHAHUTE
MY O34 H OOMKHOBEHO NpH TAX € HeoOXOAMMO 3HAYMTENTHO HAMATABaHe Ha fo03ata. He e onpenenena
ONTHMANIHaTa Ha4yajlHa A03a 34 NALHEHTH ¢ XOMO3HUTOTEH AePHLKT HA TPMT (Bx. Touka 4.4. ¢

TOYKa 5.2).

[loBeueTO NALIUEHTH, KOHTO Ca XETEPO3UTrOoTHH No oTHowWweHHe Ha TPMT-HenocTaTbuHOCT, MOTaT Aa
MOHACAT NPENOPBUAHHTE NO3H A3aTHOMPHH, HO NPH HAKOH MOJXKE A Ce HAJIOXH HAMAJISBAHE Ha 1103aTa.
CHLUECTBYBAT FEHOTHNHHU W PEeHOTUNHH TecToBe 33 TPMT (B, Touku 4.4 u 5.2).




ITayuenmu c sapuanm na NUDT] 5

[Ipu naynenTH ¢ HacheacTseH MytHpan red NUDT15 uMa noBulleH pUcK OT TeKKH NPOABH Ha
TOKCHYHOCT Ha a3aTHONpHH (BX. Touka 4.4). [1py Te3u nauueHTH 06GHKHOBEHO € HeoDX0aAUMO
HamaJigBaHe Ha 1103aTa, OCODEHO aKo ca ¢ XoMo3uroteH BapuadT Ha NUDTIS (Bx. Touka 4.4). [peau
3aM0YBaHE Ha Tepanus ¢ a3aTHONPHH MOXE Aa ¢¢ OOMUCAH H3CNIeBAHE HA FEHOTHNA 38 BaRPHAHTH Ha
NUDTI3. Ipu BCHuUKK cnyyan € Heob6x0AUMO BHUMATENTHO NpocneassaHe Ha 6poa KPLBHU KIIETKH.

4.3. l1IporAaBonokazanus

NMYPAH e npoTusonokasan npu NaLMEHTH € YCTAHOBEHA CBPBLX4YBCTBHTEIHOCT KbM a3aTHOTPHH
HJTH KbM HAKOE€ OT MOMOLIHUTE BEIIECTBA, U30POEHH B ToUuka 6.]. YCTaHOBEHA CBPBXYYBCTBUTEHOCT
KbM 6-MepkantomypuH (6-MP) Tpabsa na Hacouu BHHMAHHETO Ha NMPEANKCBALLUS JEKap KbM
BEPOSITHOCTTA 3a CBpbXuyBcTBUTENHOCT KbM UMVYPAH.

4.4. ChnenHalHH NpeAyNpeXACHANA H NpeANa3HH MEPKH NpH ynoTpeda

FiIMyHu3aLMs C BaKCHHA, ChABPKALLA XKHBH MUKPOOPraHM3MH, MOXKeE A NpeaAn3BHKka HHDEKUHUS NpU
HMYHOKOMNpOMeTHpaHH nHnua. [Topaau Tazn npUyKHHa ce NpenopbYBa MALUEHTHTE 1A HE Ce
UMYHHU3HPAT C BAKCHHH, CbABPIKALIH )XUBH MUKPOOPraHHW3MH, 10KATO HE MUHAT Hail-Manko 3 meceua
CNel Kpas Ha ICHEHUETO UM C a3aTHONPHH (BXK. TO4YKa 4.5).

He ce npenopbusa eHOBPEMEHHOTO NPHIOKEHHE HA PHOABHPUH W A3aTHONPHH. PubaBupuH Moxe na
HaMaJTH €PHKACHOCTTA M Ja 3aCHTH TOKCHYHOCTTA Ha a3aTHONPHH (BX. Touka 4.5).

JlakTo3a

To3u nekapcTseH NpOAYKT ChAbPKA AaKTO3a MOHOXUAPAT. [TaUMeHTH ¢ peaxu HacneaACTBEHM IpobneMu
Ha HEMOHOCHMMOCT KbM Fanakros3a, MbACH NaKTa3eH AeOULIHT UH FII0KO30-rallakTo3Ha Manadbcopbums
He TpAOBa Aa NpUeMar ToBa NeKapCTRO.

MonaTOopHpaHe

[pu ynotpedbata va UMYPAH cbliecTByBaT noTeHLUHaNHH prckose. JlekapcTBoTo Tpabba aa ce
NPEANUCBA, CAMO KO MO BPEME HA NICYECHHETO NALIMEHTLT MOXKE N1a Oble aOEKBATHO MOHUTOPHPAH 34
TOKCHYHH €(PEKTH.

OcobeHO BaXKHO € J1a ce CIeIn XEMaTOOTHYHHUAT OTIOBOP M /1a ¢€ HaMalK NOAOBPIKAILATA 1034 A0
MHHHMA/THATa HeODX0HMa 3a KIIMHUYHHUS OTIOBOp.

{Ipennara ce npe3s mbpBUTE OCEM CEAMHMLIM HA JIEHEHHETO BEAHBK CEAMMYHO /14 CE NMPaBH M3C/EBaHE Ha
XeMaTOJIOrHYHUTE NOKa3aTe iy (ThJIHA KPbBHA KAPTHHA), BKAIOHYHTENHO Ha TpomGouuTHTe. [pu
NPHJIOXKEHHE Ha BUCOKH 103H HITH NPH TexKo 616peuHo u/unu uepHoapobHO yBpexIaHe Te3u
nokasaTesid TpaOBa fa ce U3CJEABAT No-yecTo. YectoTara Ha H3cNeABaHUATA HA MBJIHATA KPbBHATA
KapTHHA MOXE 14 C€ HaMaJii NO-HATATHK B X0/a Ha JICYCHHETO, HO CE Mpeasiara MbjHa KPbBHA KapTHHa
J1a C€ NpaBH BCECKH MECELL, HO HE NO-PAAKO OT BEAHBK Ha TPH MECELa.

Ipy mbpBHTE NPU3HALA HA CaaHe Ha 6pOA Ha KPbBHHTE €IEMEHTH NOA rPAHHLIMTE HA HOPMATHHS
AHAna3oH NICYeHHETO TPAOBA fa ce NMpeyCTaHOBH He3abaBHO, Thil KATO € BL3MOXKHO JIEBKOLMTHTE H
TPOMOOLIHTHTE 12 NPOABIDKAT a CNajaT U C/IEA CIHPAHETO Ha NEYCHHUETO.

[Naunenture, npuemain HMYPAH, tpabsa na 6baat uHCTpyKTUpaHH He3a6aBHO 1a YBEAOMAT

JIEKYBaUlNA I€Kap NPH pa3BUTHE HA HH(PEKLIWH, HEOYAKBAHH KPbBOHACAAAHHA, KbPBEHE WU JDYIU

[MPH3HALIK 38 KOCTHOMO3bUHa cynpecHs. KocTHOMO3bYHATa cynpecHs e o6paTHMa, AR aaROnr HE
| /




cnpe AOCTaTHHHO PAHO.

A3aTHONPHH € XENaTOTOKCHYEH M B X014 Ha NIEYEHUETO peaoBHO TPAOBa fia ce NpoBepABaT
GYHKUHOHATHHUTE NOKa3aTenu 3a yepHoapobHara dyHkuug. [lo-uecTo w3cneaBaHe MOXe na ce
npenopbya NpH NAUKEHTH € BeYe HAUTHYHO HepHOAPOOHO 320019BaHE WK TaKWBa, NOAYYABALUH U APYTO
MOTEHLUHATHO XENAaTOTOKCHUHO JeyeHre. MMa cboOLueHna 3a cryyau Ha HELUIMPOTHYHE NMOPTaNHA
XHUNEPTOHUA/MIOPTO-CHHYCOMAANHA CbA0Ba OonecT. PaHHHTE KJIMHWYHH MPHU3HALIM BKJIIOYBAT
OTKJIOHEHHUA B CTOMHOCTHTE Ha Y€PHOAPOOHHTE EH3UMH, JIEKa X BJITEHHLA, TPOMOOLIUTONEHNHSA K
crineHoMeranus (Bx. Touka 4.8). [aunenTsT TPaOBa na 6bae HHPOPMUPAH 33 CUMIITOMUTE Ha
4YepHOAPOOHO yBpexaaHe U Aa 6bae NOCHBETBAH Aa Ce CBhLpKE He3abaBHO C JIeKaps CH, aKO TAKMBa Ce
NOABAT.

TronypuaMeTnaTpancepasa

[1py HEKOHW NaLMEHTH UMaA HACEACTBEH AehHLIMT HAa €H3HMa THONYPUHMeTUATpaHcdepasza (TPMT).
Te3n nulia MOXKe 1a MMAT NOBHLLEHA YYBCTBHTENHOCT KbM MHENOCYNPECUBHUA e(eKT Ha a3aTHONPHH K
CKNOHHOCT KbM OBp30 pa3BHTHE HA MUENOCYNpecHUs cnej 3anousaHe Ha Tepanus ¢ UMYPAH. Toea
CBLCTOAHWUE C€ BJIOLIABA MPH €1HOBPEMEHHO IPHIOKEHHE C JIEKapCTBa, KOUTO HHXHOUpPAT TO3U €H3UM,
KaTo O/ICaIaskH, Me3ana3uH WK cyndacanasuH. CblueCTBYBAT JaHHH, Y€ MPH NALHUEHTH, TIPHEMALLH
6-mMepKanTonypuH (aKTUBHHA MeTabonUT Ha a3aTHOTIPHH) B KOMOHHALIMSA C APYTH UMTOTOKCHYHH
BELLECTBA, € Bb3MOXHA H BPB3KA MEXKAY NOHMXEHATa aKTHBHOCT Ha TPMT M BTOpHUHH NeBKeMUH H
Muenoaucrnasus (Bx. Touka 4.8). Moxe na 6pae HanpaseHo N1a6opaTOpHO W3CNEABaHE 32 OTKPHBAHE
Ha HaclieacTBeH aeduuMT Ha eH3zuma TPMT. YeranoseHo e obaue, 4e ¢ ToBa M3ceaBaHe HE MOTaT aa
OBLAAT OTKPUTH BCUUKH MALMEHTH, NPU KOUTO UMa PHCK 3a Pa3BUTHE HA TEXKKA TOKCHYHOCT. 3aTOBa €
HeOOX0AUMO PEAOBHO M3CAEABAHE M NMPOCTIEASBAHE HA KPBBHATA KAPTHHA.

Moxke na ce HaNOXH HaManaBaHe Ha JO3HPOBKATA Ha a3aTHONMPHH, KOraTo TOBA JIEKAPCTBO CE
KOMOMHHpA C IPYrH N€EKApCTBA, KOUTO NPHYHHABAT MHENOCYNPECHA KATO ITbPBHYEH HIIH BTOPHUEH
TOKCHYEH edekT (BXK. Touka 4.5).

IfankenTH ¢ Bapuant na NUDT15

[lpy naumenTy ¢ HacnencTeeH MyTHpan reH NUDT1S uMa noBHuileH pHCK 3a TeKKH NPOSBH Ha
TOKCHYHOCT Ha a3aTHONPHH, KaTO PAHHA JIEBKOMEHUA Y alloNeUHs, MPpH JICYEHHE ¢ KOHBEHUHMOHAIHK
4031 THONYPHH. Ilpn Te3n nauueHT™ 0OMKHOBEHO € HEOOX0UMO HaMAaNIIBaHE HAa 403aTa, OCOOEHO aKo
ca ¢ XxomMo3uroteH BapyaHT Ha NUDT1S (Bxk. Touka 4.2). [1o oTHolueHue na yectorara Ha NUDT1S
¢.415C>T nma eTHnyecka BapHabunnoct — T4 € npubansutento 10 % npu uatouHoasuatum, 4 % npw
NnaTHHOAMEepHKaHLH, 0,2 % npu esponeitum 1 0 % npu adbpukanun. [Tpu BcHUKM cnyuau € HeoBXoauMo
BHHUMATENHO CliegeHe Ha OHposi KPBBHH KINETKH.

CBPBLXYYBCTBHTE/IHOCT

Ha nauueHTH, 3a KOMTO C€ MOAO3HPA, Ye MPEIH Ca UMATH PEaKLiMA HA CBPBXYYBCTBHTENHOCT KbM
6-MepKanTonypuH, He TpabBa aa ce NpenopbuBa Aa NPHEMAT HErOBHA NPEALIECTBEHHK a3aTHOTNIPHH, Y
ODpAaTHO, OCBEH aKO C aNeproyioTH4HU TeCTOBE € 6UI0 NOTBBLPACHO, YE NALMEHTHT HMa
CBPBXUYBCTBUTENHOCT KbM NPUYHHABALIOTO # JIEKAPCTBO, a PE3YATATLT OT TECTa MY 3a APYroTo
NIEKAPCTBO € OTPULIATENEH.

[NaunenTn ¢ 6x6peynH H/HAH YepHOAPOOHHA yBpeXKAAHHS

Heo0xoanuMo € BHUMaHKE NPH ApUAaraHe Ha a3aTHONPUH NPH AALMEHTH ¢ 6BOPEUHO YBpeKAaHE W HIH
4epHOAPOOHO yBpexaaHe. Tpabea na ce 0GMHCIM HAMAABaHe HA 103aTa NPH TE3H MALIMEHTH W TPaGBa
BHUMAETEIHO [1a C€ CNeIH XeMaTONOTHUYHHUAT OTroBop (BixK. Touka 4.2).

Canapom Ha Jlem-Huxan
Hma orpaHuueHM AaHHK 3a edpexra npu npunoxkenne Ha UMYPAH npu naunenT ¢ 1




aedUUMT Ha eH3MMa xunokcaHTuHryaunndochopubozuntparcdepasza (cHHapom Ha Jlew-Huxan).
YcTaroBABa c€ JIMNCA Ha EPEKT NPHU TE3W NALMEHTH B PE3Y/TAT OT HapyllleHUsa MeTtabonuibM. 3aToBa
MPH TE3M MAUMEHTH He ce npenopbusa npunoxenue Ha UMYPAH.

MyTareHHocr
YcTaHOBEHH Ca XPOMO3OMHH aHOMA/IUY NPH NALUKEHTH OT MBXKKH M JKEHCKH 10N, JIEKYBAHH C

azaTtHONpHH. TpyaHo Moxke fa ce onpenenu BnusaHuero Ha UMYPAH 3a pa3eutHe Ha Te€3H aHOManuH.

B noToMCTBOTO Ha NAaLIHEHTH HA JIEUeHME C 43aTHOIIPHH €4 YCTAaHOBEHH XpPOMO30OMHH aHOMAJTUH B
J'IHM(I)DI.IHTH, KaTo CJIc U3IBCCTCH NCPHOA OT BpPEME TE3W NMPOMEHH HE C€ YCTAHOBABAT. Haxunrountenno
P2AKO CC YCTAHOBABAT ABHH AHOMAITHH B ITOTOMCTBOTO Ha NALMEHTH CAEa JICYEHUE C A3aTHONPHH.

ITpy naureHTH, NOAJIOKEHH HA NEUEHHE C A3aTHOMPKH 3a pa3nuyHH 3300/9BaHKA, € YCTAHOBEHO, Y€
a3aTHOMPHH H ABJIrOBLJAHOBH YATPaBHOJIETOBH JIbYH MMAT CHHEPrHYEH KNACTOreHeH edexT.

PepTHANTET

CreurPUUHHAT ePEKT HA NEHEHHETO C a3aTHONPHH BbpXY (PEPTUAMTETA NPH XOPa HE € H3BECTEH, HO
HMa ChODLUEHHA 3a onnoxkaaHe/3adpemeraBane cnel neueHne. Haxonko npoyusanus ¢Lobwagar, ye
a3aTHOMPHH B CTAHJAPTHH A03U HAMA €QEKT BLPXY MBIKKHA HEPTHIIHTET.

O6nekuyaBaHeTo Ha XpoHHYHA 6bOpeyHa HEAOCTATBUHOCT Ypes 6BLOpeUHa TPAHCIAAHTALHA C
npunoxenve Ha UMYPAH ce npuapyxasa ot nonoOpeHue Ha pepTUIUTETA NPH MBIKE U XKEHH
PELUITHEHTH Ha TpaHCIU1aHTauKs (BX. Touka 4.6).

Kanueporennoct (Bx. Touka 4.8)

[launeHTHTE, KOHTO NOTy4aBAT HMYHOCYNIPECHBHA TEParu, BKIIOYBALLA a3aTHONPHH, Ca M3AMKEHH Ha
MOBKLIEH PHCK OT pa3BUTHE Ha NHMdONponudepaTUBHU 3a00ABAHHA U IPYTH 3JI0KAUYECTBEHH
3abonaBaHuA, 0COOEHO KOXKHHU KapLIMHOMY (MENAHOMHH 1 HEMETAHOMHH), CApKOMH (CapKOM Ha
Kanowu # Apyru) 1 KapuUHHOM in sifu Ha 1iniKaTa Ha MaTkara. [TOBHILIEHHAT PHCK M3MENkKAA € CBbP3aH
CbC CTENEHTA H NPOABLINKUATENHOCTTA HA UMYHOCYNpecHaTa. CboOlLLiaBa ce, ue NpeyCcTaHOBABAHETO Ha
UMYHOCYTIPECHATA MOXKe Aa ROBEAC 10 YACTHYHO OOpaTHO pa3sBUTHE Ha JUMDOTIPOITHGDEPATHBHOTO
3abonaBaHe,

CnenoBarte/iHO TEPaneBTHYHA CXEMA, KOATO BKIIOUBA MHOIO HMYHOCYNpPecopH (BIUTIOUHTENHO
THOTYpPHHH), TPAOBa Na ce NpHaara BHUMATENHO, Tbid kKaTo TOBA OM MOTJI0 Aa n0Bee [0 JIHMPO-
nponugepaTHBHY 3a609BaHUS, HIKOH OT KOUTO C JieTaeH u3xold. KoMOGHHaLMATa OT HAKOAKO
HMYHOCYTIpecopa, PHNaraHyu €AHOBPEMEHHO, NMOBULLIABA PHCKA OT THMdonponudepaTHBHH
3abonasaHud, cBbp3aHH ¢ Enwmaiin-bap supyca (EBV).

ITonyueHu ca cboOLLUEHHA 3a XenaTocnaeHaeH T-KieTbueH TUMGPOM B NONYJIAUMATA Ha NALHWEHTHTE ¢
BB3MNANNTEIHO 3aD00NsABaHE HA YepBaTa NPH U3NMON3BAHE HA a3aTHONPHH B KOMOMHAUMA ¢ aHTH-TNF
JeKapcTBa.

[MauyenTute, NpH KOKUTO CE MPHJIATAT HAKOJIKO HMYHOCYAPECOpa, MOXKE /14 Ca W3N0KEHH HA PHCK OT
CBPBXHMYHOCYMNPECH, 3aTOBa TaKOBa JicueHHe TpAOBa 1a ce Nposexaa ¢ Hall-HHCKaTa edeKTHBHA
f03HpoBKa. KakTo 0OMKHOBEHO, NPH MaUXEHTHTE C MOBHLIEH PUCK OT Pa3BHTHE Ha PaK Ha KOXKATa
W31araHeTO Ha CLHYCBA M YNTPABHONIETOBA CBETIMHA TPAOBa Aa ce orpaHHYaBa M nauHeHTUTe Tpabsa
Aa HOCAT 3alllUTHO OOMEKNIO ¥ Na U3MON3BAT CITLHLIE3ALUNTHH NPOAYKTH C BUCOK 3aLnTeH (GakTop (BK. M
TOukKa 4.8).

CHHApOM Ha akTHBHpaHe Ha MakpodaruTe
CuHApOMBT Ha aKTHBHpaHe Ha Makpodarute (macrophage activation syndrome —




XKHBOTO3aCTPALLABALIQ YCIOKHEHHE, KOETO MOXKE [1a CE pa3BUE NMPU NALMUEHTH ¢ aBTOUMYHHH
3abonasaHug, 0cO6EHO NpH TaKHBA C BL3NANUTENHO 3ab0nsBaHe Ha yepBaTa (B3Y), u e Br3MoxHO npw
ynoTpeba Ha a3aTHOMPHUH 18 KMA NOBULUIEHA NPEAPA3NOAMKEHOCT KbM Pa3BUTHETO MY. AKO c€ pa3BHE
WK aKko ce noaosvpa MAS, TpsaOBa 1a ce HanpaBHW OLUEHKA M [1a Ce 3aMOUHe NIeHEHHE KOIKOTO €
Bb3MOXKHO NO-PaHO, a IEYEHUETO ¢ a3aTUONPHH Aa ce npekpaTu. Jlekapure Tpabsa Aa BHHMaBaT 3a
CHMIITOMH Ha HHPeKuus ot narorend karc EBV u uuromeranoesupyc (CMV), Thii kKaTo ce 3Hae, ue Te
oTKIouBaT MAS.,

Hapymenns na MeTabo1a3Ma H XpaAHEHETO

[lypuHoBHTE aHaNO3M (23aTHONPHH K MEPKANTOITYPHH) MOKE /12 3aCErHaT HHALMHOBUSA MeTabOTUTEH
MbT U B PE3Y/TAT HAa TOBa Aa A0BEAAT 20 AC(PHUIMT HA HUKOTHHOBA KucenwHa (nenarpa). Uma
cHOOLIEHHA 32 ClyyaH Ha nenarpa npu ynorpeba Ha azaTHORPHH, 0COOEHO NPY NAUKWEHTH ¢ XPOHHYHO
BBL3MANHUTENHO 3abonsBaHe Ha yeppara. [IpH NaLMEHTH ¢ IOKaNW3UpaH NHIMEHTHpaH obpHus,
raCTPOCHTEPUT U €KCTEHIUBHH HEBPOIOTHYHH AEDHLMTH, BKITIOYHTENHO BAOLIABAHE HA KOTHUTHBHHUTE
GyHKUMH, TPAOBA Na ce MHCIKM 32 B3MOXKHA AMarHo3a nenarpa. TpsaOsa na ce 3anouHaT noaxoaswm
MEAWLIMHCKH FPHXKHU ¢ 100aBAHE HA HHALIMH/HUKOTHMHAMHK H Ja ce OOMMCIM HAMATABaHe Ha 103aTa WK
npeycTaHOBABaHe Ha ynoTpebara Ha a3aTHONMPHH,.

Hudexuun ¢ Bapunesa 3ocrep BHpYc (Varicella Zoster Virus — VZV, Bx. U Touka 4.8)

[Ipn nauKeHTH, NEKYBAHK C HMYHOCYNPECOPH, HHPEKLMUTE, NPUUYHHEHN OT BapHLIENa 30¢Tep BHUPYC
(Bapuuena U xepec 30cTep), MOXe Aa MpoTekaT Texko. Ocobeno BHUMaHKue € HeoOXoauMO No
OTHOLLEHHE Ha CNEAHOTO:

[Tpean 3anouBaHe NPHIOKEHHETO HA HMYHOCYTIPECOPH €KY BALIUAT JieKap Tpabsa 1a NpoBepy Aany
NaUMEHTBLT HMa aHaMHe3a 3a HHpeKLMH ¢ VZV. 3a Ta3u uen nonezHo 61 61No W3BbPILIBAHETO HA
CEPOJIOTHYHO M3CNEeBAHE N0 OTHOLIIEHUE HA BapHLE/a 30CTEP BUPYC, C KOETO MOXKE A4 ¢€ YCTAHOBH
AAa/TM MaLUWeHTHT € UMaJ KOHTAKT ¢ VZV 8 MuHanoto. [Taunenture 6€3 MMHaNa aHamMHeE3a 3a W3narave
Ha VZV Tpabea na u3barear KOHTAKT ¢ JIMLA C BAPULIENA HITH Xepriec 30cTep. AKO NauMeHTbT Gbae
H310%eH Ha VZV, Tpg0Ba n1a ce B3emar npeanasHy MEpKH 3a NPeAoTBPaTABAHE HA PA3BUTHETO Ha
BapuLena Uiti Xeprec 30CTeEp U MoKe 1a ce OOMUCIH aCHBHA MMYHH3ALUA CbC cnielugHuUeH
HMYHOTI00YJIHH Cpellly BapHLENa 30CTep BHPYC.

B cnyyal ye nauMeHTHLT € HHGekTUpaH ¢ VZV, Tpabea na 6baaT npeanpyeTd ChOTBETHH MEPKH, KOMTO
MOJKE Ja BKJIKOYBAT MPOTHBOBUPYCHA TEpanui U NOAQBPKALIO JIEYEHHUE,

IIporpecHpaina MHOToOTHHIHA AeBKoeHnedanonaras (IIMJI)
HMMa cvobuienus 3a [IMJI (onopToHKcTHYHA HEdeKUMA, NpryurHEHa oT BUpYC JC) npH naumeHTH,
NPHEMALLH a3aTHOTIPHH 3a€HO ¢ APYrY HMYHOCYNPECHBHH CPEACTBA.

HimyHocnypecHusHara Tepanus Tpa6ea ga 6bae cipsHa Npy MbPBHTE NPU3HALUK WIH CUMIITOMM,
noackassaiuu 3a IIMJL, u tpabea na ce npeanpueMar noaxoaaiuM H3cneIBaHKA 3a YCTAHOBABAHE HA
anarHosara (Bxk. rouka 4.8).

Xenatur B (¢éxc. mouyxa 4.8)

HocuTenu Ha xenatHT B (mauueHTH, KOUTO B IPOABIKEHHE HA NOBeYe OT 6 MECeLla Ca ¢ NOJOXKHTENHY
PE3YNTATH OT H3CJICABAHHA 33 MOBLPXHOCTEH aHTHIeH Ha xenaTuT B [HBsAg]) wiun maupeHTH ¢
AOKYMEHTHpaHa npeaviHa HBV nHdpekuns, npuemallli MMyHOCYNPeCHBHH CPEACTBA, Ca U3NOXKEHH Ha
PUCK OT NOBTOPHO aKTHBUpaHe Ha perminkaurata Ha HBV ¢ acuMnToMaTHuHKM NoBvLLEHHSA Ha
cepymHuTe HUBa Ha HBV JIHK 1 AnAT. Moxe na ce npunoxaT MECTHHTE YKa3aHH$, BITIOYHTEHO
NPOQPUTAKTHUYHO JICHEHHE C MEPOPAIHH NeKapcTBa cpewy HBV.




NeXubHTOPH HA KCAHTHHOKCHIA3ATA
AKO €1HOBPEMEHHO € a3aTHONPUH C€ NPUNAraT AJIONYPUHOI, OKCHITYPHHOS W/HIW THOMYPHHOI,
AO3HPOBKATA Ha a3aTHONPHH TpAOBa Aa € HaMaJIK 40 YE€TBBLPT OT MbPBOHAUATHATA A03a (BK. ToUuKa 4.2

H 4.5).

Hespomyckynun 610kepu

Heobxoanmo e ocobeHo BHUMaHKE, KOTaTo a3aTHOTIPHH Ce NPUIara AHOBPEMEHHO ¢ HEBPOMYCKY/IHHU
O/10KepH KaTO aTpaKkypHyM, pOKYPOHH#H, LIMCATPAKYPUYM WM CYKCAMETOHHH (M3BECTEH CHILIO KATO
CYKUHHHIXONHH) (BK. TouKa 4.5). [lpean xupypruqecka Hameca aHeCTe3HONO3MTE TPAOBa Aa NPOBEPAT
ANy Ha NaLUMEeHTUTE UM Ce NpUNara a3aTHOIPHH.

Cunapom Ha 3aana o6paTtuma enuedanonatrus (Posterior reversible encephalopathy syndrome,
PRES)

Cpo0Lenn ca cny4an Ha CHHIPOM Ha 3aaHa ofpaTtuma enuedanonatvs (posterior reversible
encephalopathy syndrome, PRES) npu nauxeHTH, H3non3saiy a3aTHONPHH. AKO NaLMEHTHTE,
NPHEMALLH a3aTHOMPKH, ca ¢ MPOSBH HA CUMNTOMH, Noka3zatenHu 3a PRES, kato rnasoGonue, napyen
MCUXHUYEH CTATYC, MbPUOBE, XHNEPTOHHS U HAPYLICHHA Ha 3pEHHUETO, TPAOBA Ia ce HaMpaBy
AMarHOCTHYHO 00pasHo HicneaBaHe. Axo ce aMarHoctHuupa PRES, ce npenopbusa anexsaten KoHTpon
Ha KPBBHOTO HaNAraHE U I'bPUYOBETE, K HE3a0aBHO NPeyCTaHOBABAHE HA ynoTpebara Ha a3aTHOMPHH.
[loBeueTo cbobieHu cnyvan Ha PRES oTwymsaBar cnen npeycraHossagaHe Ha ynotpebaTa Ha
a3aTUOTIPHH K MOIXOAALIO NEUECHHE.

4.5. BsammoneiicTBHE ¢ APYTH JIEKAPCTREHH NMPOAYKTH H APYrH GOPMRA Ha B3aHMoaeHCTBHE

BaxcHunu

MIMyHOCYNpPECHBHOTO JIEHCTBUE HA a3aTUOTIPHH MOXE 1a AOBEAE A0 HETHIIMYEH U NMOTEHLMATTHO BPEIEH
OTrOBOP KbM XXHBH BAKCHHH. 3aTOBA CE€ NPEeNOpbYBa NALMEHTHTE 1A HE CE UMYHH3HPAT C HHBH
BAKCHHH, MPEIN 14 Ca MHHANK HaH#-MaJIKO 3 MeceLa cel Kpas Ha IEYEHHETO HM ¢ a3aTHONPUH (BXK.
TOUKa 4.4).

[1pu npuoxkKeHHe Ha yOUTH BAKCHHY € BEPOATEH M0-C/1a6 HMYHEH OTrOBOP U TAKbB AEHCTBUTENHO €
YCTaHOBEH KbM BaKCHHa Cpellly XenaTHT B npu nauueHTH, KOUTO ¢a Ha KOMOHHHUPAHO NeueHHe C
a3aTHONPHH U KOPTUKOCTEPOM M.

IlpoBeaeHo Manko KITHHHUHO NPOYUBaHE M0KA3Ba, Y€ MPH MPUEM Ha CTAHAAPTHH TEPANEBTHYHH A03H
a3aTHONMPHH UMYHHHAT OTTOBOP KbM NONHBAIEHTHA MHEBMOKOKOBa BAKCHHA, OLICHEH Bbh3 OCHOBA HA
CpeAHaTa CTOMHOCT Ha KOHLUEHTPALHATA Ha CrienHYHY aHTUKAINCYJIHW aHTHTENa, HE Ce NOBAULBA
Heb1aronpUATHO.

E¢exTn Ha eIHOBPEMEHHO NPHAATAHH JIEKAPCTBA BLPXY A3aTHONPHH

- Pubasupun

PubasuprH nHXHOKpa en3uma nHosuHMoHooChaTaexnaporenasa (inosine monophosphate
dehydrogenase — IMPDH), koeTo Boau 10 noHmwkeHo 0Gpa3yBaHe Ha aKTUBHUTE 6-THOrYaHHHOBH
HYKNEOTHAH. MiMa cboOlieHHs 3a TexkKa MHENOCYNPECHA Cllel ETHOBPEMEHHO MPUIOKEHHE HA

a3aTHOMNPHH W pHOABUPHH W 10 Ta3U NPHYHHA €AHOBPEMEHHA ynoTpe6a Ha a3aTHONPHH U PUBABHPHH He
ce npenopuusa (Bx. Touka 4.4 v Touka 5.2).

- LinTocTaTHun/MuenocynpecHBHH cpeacTsa (BxkK. Touka 4.4)

KoraTo € Bb3MOXHO, Tpa6Ba J1a ce H36ArBa eAHOBPEMEHHO MPWIOXKEHHE C LHTOCT




KOMTO MOXKE Aa MOTHCHAT QYHKLIUATE HA KOCTHUR MO3bK, Hanp. NeHuuMaMHaMuH, UMa npoTHBOpeunsy
KNMHHUUYHH COOUICHHA 32 NEKAPCTBEHH B3aMMOACHCTBHA MEXKAY a3aTHOMNPHUH U TPUMETONPHM/Cyda-
METOKCA30N, KOMTO BOAAT A0 TEXKKH XEMATONOTMYHU OTKNOHEHHH.

Mma chobluenns 3a cnydan, npeanonaraiii, Y€ MOXe 1a Bb3HHKHAT XEMAaTONOMMYHH OTKJIOHEHMS B
pe3yNTaT OT €AHOBPEMEHHO MPUNOKEHHE HA a3aTHONPUH U ACE-uHxubuTopHu.

[Ipennonara ce, 4e¢ UMMETHANH H HHIOMETALHKH MOXKE 1a UMAT MHENOCYAPECHBHH eEKTH, KOWTO MOraT
1a ce 3aCHJIAT MpPH €OHOBPEMEHHO NPUIIOKEHHWE HA a3aTHOMPHH.

- Aoy pHHOJI/OKCHITY PHHON/THOMYPUHON U APYTH HHXHOHTOPH HA KCAHTHHOKCHAA3aTa

AKTHBHOCTTa Ha KCAHTHHOKCHAA3aTa C€ HHXHONPa OT anonyprHHON, OKCUMYPHHON H THOMYPHUHO, KOETO
BOJH 10 3a0aBEHO MpeBpbilaHe Ha OHONMOrHYHO AKTHBHATA 6-THOMHO3HHOBA KHCENHHA B BHONIOTMYHO
HEaKTHBHA 6-THOMMKOYHA KKcennHA. [Tpy eAHOBPEMEHHO NPHIIOKEHHE Ha aJIONYPHHOI, OKCHITYPHHOT
W/UH THONMYPUHON C 6-MePKaNTOMypPHH HITH a3aTHOTIPHMH 103aTa HA 6-MepKaNTOMypPHHA H a3aTHUONpPHHA
TpsbBa na ce HaManu 10 25% ot obuuaiinata ao3a (Bxk. Touka 4.2). CroBuieHu ca ciiyuau ¢ JeTaleH
H3XOA NPH NaUUEHTH, NTPH KOMTO €IHOBPEMEHHO C€ MNpuiara Tepanys ¢ a3aTHONPHH U ANONYPHHON.

B3 0OCHOBa Ha HEKTMHHYHHY AaHHU APYTH HHXHUOGUTOPH Ha KCAHTMHOKCHIA3aTa, KaTo GebyKcocTar,
MOraT Aa YAb/DKAT A€HCTBUETO HA a3aTHONPHH, KOeTo O MOTIO Na AOBEdE 4O 3aCHIBAHE HA
MOTHCKAHETO HA KOCTHHA MO3bK. CBHNBTCTBALLO NPUIOKEHHE HE CE NPENOpPbYBA, Thil KATO JAMNCBAT
AOCTATLYHO AAHHH, 32 Ja CE€ ONpEAE/H AJEKBATHO HAMAICHHE Ha A03aTa a3aTHOMNPHUH.

- [IpoH3BOIHM HA aMUHOCANMLIMNOBATA KHCETMHA

Uma in vitro v in vivo naHHM, 1e npon3BoAHH Ha aAMHHOCATHLUMNOBATA KUCENHHA (Hanp. oncanaszuH,
Me3aJla3iH WK cyndacanasui) uHxubupar enzuMa TPMT. o Tasu npuunHa Moxxe na ce o6MUcnH
H3MOJI3BAHE HA NO-HHUCKH 103H a3aTHOMPHH NpPH €JHOBPEMEHHA ynoTpeba ¢ NpoU3BOAHM Ha
aMHHOCA/IMLMJIOBATA KUCENHHA (BXK. Touka 4.4). |

- MeToTpekcar

Metotpekcar 20 mg/m”, npunoxen nepopaino, nosumaea AUC na 6-MepKanTonypuH ¢ okono 31%, a
METOTPEKCAT, MPUIOKEH HHTPaBeHO3HO (2 g/m’ nam 5 g/m?), nosuwasa AUC Ha 6-mepKanTonmypHH
CBOTBETHO ¢ 69% 1 93%. Ilo Ta3u npuvHHa, KOraTo a3aTHONPHH CE NPUIAra €AHOBPEMEHHO C BUCOKH
AO3H METOTPEKCAT, A03aTa TPAOBa Na ce KOPUIHpa, 3a Aa ce noaabpka noaxoasul 6poil Ha Genurte
KPbBHM KJIETKH.

- Hudaukcumabd

HabmonasaHo € B3anMoaeiicTBHE MeXAY a3aTHONPHH U HHGIHKCUMAO. [TaLHEHTH, UMETO NeyveHue ¢
a3aTUOMNPHH NPOABLIKABA, Ca UMAJIU NPEXOJHH NOBHIIEHUS Ha HHBaTa HAa 6-TGN (6-THoryanHHoB
HYKJI€OTH/, aKTHBEH MeTabOIMT Ha a3aTHONMPHH) H MOHMXKEHHE HA CPEAHUA OPOii IEBKOLMTH B
HaYatHUTE CEAMULIM Chea HHPY3uaTa Ha MHPAMKCHMaO, KOUTO citel 3 Mecela ce BpbLIAT KbM
NpeAXOAHWTE HHBA.

- Hespomyckyauu 6nokepu

Hanuue ca KTMHHYHM 10KA3aTE/CTBA, He a3aTHONPUH aHTaroOHU3Mpa AefiCTBHETO Ha HEeMno/IApU3Hpa-
LUMTE MHOPENAKCAHTH. EKCIEpUMEHTATHHTE JaHHH NMOTBbPXKIABAT, Y€ a3aTHONPUH DEBRer TG T
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MOTECHUMUPaA HEBpOMYCKYNHaTa 0Jiokaga, npeaAn3BUKaHa OT AeNONAPHIHPALLEM cpeaCcTBa (BXK. Touka 4.4).
EdexT Ha a3aTHONPHH BLPXY APYI'H JIeKapCTBA

- AHTHKOAry1aHTH

HMma cboblueHns 3a noTuckaHe Ha aHTHKOArylaHTHUS eeKT Ha BapdapuH U aLEHOKYMapon NpH
eIHOBPEMEHHA yNoTpeda ¢ a3aTUONPHH; NO Ta3H NPUUMHA MOXE Ja ¢a HEOOXOAUMH NO-BUCOKH J03HU

dAHTHKOAI'YJIaHTH. anﬂﬂp'b‘lBa CC Aa CC CJIEAAT KOArynauyHOHHHTE NOKa3aTe/lIu Npu ¢JHOBPEMEHHA
}’I'IGTPEGEI Hd QHTHKOAryJIAHTH H a3aTHOMPHH.

4.6. DepTHAUTET, OPEMEHHOCT H KbpPpMEHe
bpeMeHHOCT

Y CTaHOBEHO € 3HAYMTENHO TPAHCIUTALIEHTAPHO K TPAHCAMHHOTHYHO NMPEABAHE HA a3aTHONPHH U
HerosuTe MeTabonNuTH OT MallkaTa Ha L1oAaa.

MMYPAH He TpsbBa aa ce npuiara npu skeHH, KOUTO ca OpeMeHHH WIH UMAa BEPOATHOCT Aa
3abpemenenT B 6nnsko Obaeuie, 6€3 BHUMAaTENHA NPELECHKA HA MOTEHLMANHHTE PUCKOBE CIPAMO
MOTEHUHATHHTE MON3H,

/annnre 3a TepatorenHns edext Ha UMYPAH npu xopa ca HeeaHosHauHK. Kakro npu npueM Ha
APYTH UMUTOCTATHLIK, C€ NPenopbuBa 1a Ce Npuaarar NOAXOAAIH KOHTPALETTTUBHH MEPKH, aKO HAKO#H
OT napTHbopuTe npuema UMYPAH.

Mma cbobinenns 3a perapnauns Ha BbTPEYTPOOHHS pacTex, NPEXIEBPEMEHHO PAXAAHE H MATIKO
TEACCHO TEr0 NpH paXkJaHe Clie €KCIO3HLMA Ha MaiKaTa Ha a3aTHOTIPUH, 0C00eHO B KOMOKWHAaUHA ¢
KOpTHKOCTEpOHIH. Mma c1hobiieHHs U 3a cIOHTaHeH abopT cJie] eKCno3uuus Ha MaiikaTa uau Haiuara.

JleskoneHua n/unu TpoMOOLHTONEHHA ca chOOLIABAHM NPH HACT OT HOBOPOAEHHTE, YHUTO MaikH ca
NPHEMANK a3aTHONPUH NO Bpeme Ha OpemenHocTTa. [IpenopbuBa ce No-BHUMATENTHO MOHHTOPHPAHE Ha
X€MAaTOTOTHYHHUTE NOKA3aTe/NHN MO BpeMe Ha OpeMeHHOCTTA.

[ToHsakora BbB Bpb3Ka € JIEUEHHE C a3aTHONPHH € cboOllaBaHa xosecTasa Ha 6peMeHHocTTa. PaHHOTO It
ANArHOCTHLIKPAHE H NPEKpaTABaHE Ha NPHEMA HA a3aTHONPHH MOXKE [1a CBeIe 10 MHHUMYM
BB3ACHCTBHETO BHPXY Mtofa. AKO ce NOTBbPAU XonecTasa Ha GpeMeHHOCTTa, Tpa6Ba fa ce HanpasH
BHUMATEHA NPELCHKa Ha No3ara 3a Maikara W Bb3AeHCTBHETO BBPXY NAoIA.

KbpmeHe
0-MepKanTOMypHH € YCTaHOBEH B KOJAcTpaTa M KbpMaTa Ha XeHH, KOUTO Ca Ha JIEYEHHE C a3aTHOMPHH.
[IpernopbunTENHO € MAaHKKH, KOMTO NPUEMAT a3aTHOMPHH, Ja HE KbPMAT.

QepTUAUTET

CneunuuHKAT eEeKT Ha NEYEHHETO € a3aTHOTIPHH BbPXY (PEPTUIINTETA NPH XOPa HE € U3BECTEH, HO
HMa cboOLLeHH 3a onnoxkaaHe/3abpeMersBaHe cnel evenue. Hakonko npoyusaHus choOLIABAT, ye
a3aTHOTIPHH B CTAHAAPTHH KO3 HAMA €(EKT BbPXY MBXKHUA GEePTHINTET (BK. Touka 4.4).

4.7. EdexTn BLpxy cnocobuoctTa 3a modupane H paéora ¢ MAIIHHH

Hsma naHHH 3a edeKTa Ha a3aTHONPHH BbPXY cNOCOGHOCTTA 3a wodHupaHe uin paboTa ¢ MawKHKn, OT
(hapMakoNOrHYHMTE CBOKCTBA HAa MPONYKTa HE MOXE Aa Ce NpeacKake BpeacH edeKT
BbPXY TE€3H ACHHOCTH.
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4.8. Hexenanu jiekapCTBeHH peaKIHH

Pestome Ha npoduna Ha He3onacHoCT

3a TO3M NPOAYKT HE € HAJTULIE CbBPEMEHHA KIMHHYHA JOKYMEHTALIKA B NOAKPENa Ha onpeaensHe
HECTOTaTa Ha HeXENaHUTE peakKLHH. HecToTaTa Ha HEXKETaHUTE peakLiMM MOXKE 12 BapHpa B 3aBUCUMOCT
OT MOKA3aHHUATA, 3a KOWTO C€ NpHIara NIeKapCTBEHUAT NPOAYKT.

Hexxenanute peakuuu ca xiacupUUMpaHH MO HECTOTA M0 CAEAHHA HAYHH:

MHOTO uYecTd (= 1/10)
yectH (= 1/100 u <1/10)

HevwecTd (= 1/1 000 u <1/100)

peaku (= 1/10 000 u <1/1 000)

U MHOro peaku (<1/10 000)

C HCM3BECTHA YECTOTa (OT HATHYHKTE JaHHH He MOXe /1a ObJic HanpaBeHa OLEHKA)

TabnnueH CNHUCHK HA HEXENAHUTE JICKAPCTBEHH PEaKLIMK

CHcTemMo-opranen Kjaac

YeceroTa

Hexenann peakunu

HUHdekunu v nadecraLmu

MHOro yect#

BUPYCHH, MrbOHYHH U DakTepranHu HHPEKLUNHU NPH
TPAaHCTUIAHTHPAHU MALUWEHTH, NPHEMALLH a3aTHOTIPHH
B KOMOMHALUA C IPYrH UMYHOCYTIPECOPH

HeuecTH

BUPYCHH, MOMYHH W BakTepHaiHi HHPEKUHH NpH
APYTHTE rpyMNH NAaUUEeHTH

MHoro peaku

HMa CHOOLLIEHHA 3a C/Ty4aHn Ha nporpecHpaia
MHOTOOTHHULIHA NeBKocHUehanonatua (ITMJD),
npuunHeHa ot Bupyc JC, cnen ynorpe6a Ha
a3aTHOMPHH B KOMOHHALMA ¢ IPYTM HMYHOCYNPECOpH
(BX. TOuKa 4.4)

Heonnazmu —
nobpoKatecTBeHH,
3JI0KAYECTBEHHU U
HeonpeaeaeHH (BKN,
KUCTU W NOJIUNU)

Penku

HEOTU1a3MH, BKNOYHTENHO AuMdonponudepaTHBHH
3abonaBaHNA, KAPLMHOMH HA KOXKAaTa (MENAHOMHH U
HeMeNIaHOMHHN), capkoMH (Tun Kanown u apyru) v
KapLUWHOM Ha LIWHKATa HA MaTKAaTa in situ, ocTpa
MHENOHAHA NEBKEMHS H MHEIOAKCTINA3UA (BXK. TOUKA

4.4)

MHoro peaku

XenaTtocreHaneH T-keTbueH 1uMdpom

HapyweHus Ha KpBBTa H
nuM{@HaTa cucrema

MHOro uectH

JICBKOIICHHUA, MNOTHCKAHES HA KOCTHHUA MO3IBK

CHCTEMA

YectH TPOMOOLUTONEHHS
Heuectu AHEMMA
Penku arpaHyiouMTOo3a, NaHUHMTONEHHUA, allaCTHYHA aHEMHKS,
MeranobiacTHa aHEMHS, €PUTPOMAHA XUIOMIa3Ms
Hapywenus Ha umyHHaTta | Heyectn CBPbXYYBCTBHTEIHOCT

MHoro peaku

CHHAPOM Ha CTHBBLHC-I[XKOHCBH H TOKCHYHA
erUIepPMaliHa HEKPOJIH3a
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Hapyiwenus Ha C Heu3BeCcTHa nenarpa (BxK. Touka 4.4)
MeTaboIu3IMa U 4yecToTa
| XpaHEHETO
HapyweHus Ha HepeHaTta | C HeM3BeCTHa CHHAPOM Ha 3alaHa obpaTtuma eHnuedanonatua (PRES),
CHCTEMA 4ecToTa TPEMOp
PecniupaTopuu, rpsaHd 1 | MHoro peaxu oOpaTUM NMHEBMOHHUT
MEIHACTHHAITHH
HapyEHHA
CTOMAalIHO-YPEBHH YecTH raacHe
HapylICHUSA HedyectH NAHKpPEATHT
Muoro peaku KOJITHT, JHBEPTHKYJIHNT U nepdopaLius Ha YyepBaTa npu
NaLKMEeHTH C TPAHCIUIAHTALMUA, TEXKKA AUAPHS NPH
NALHEHTH C Bb3nanuTenHo 3abonseaHe Ha yeppara
C Heu3BeCTHa CHANOAJEHHUT
4EeCTOTA
XenaroOunuapHu HeuecTu XONecTasa v XoJlectasa fno BpeMe Ha dpemMeHHOCT
HapylIEHHA
Penkuy ’KHBOTO3aCTpallaBaLlo YEPHOAPOOHO YBpEIKAAHE
C HeusBecTHa HELIMPOTHUYHA NOPTANHA XUTIEPTOHHA, MOPTO-
4eCcTOoTa CHHYCOHJA/IHA CbaoBa HoiecT
Hapymenus Ha koxxara v | Peaku anonewuns
NOAKOKHATA ThKaH
C Heu3BecTHA ocrpa pebpunta HeyTpodHiIHa aepmMaTo3a (CHHAPOM
YyecToTa Ha Sweet), peakuus Ha POTOUYYBCTBUTENHOCT
H3cneapaHus C Heu3BecTHa OTKJIOHEHHA OT HOpPMAaTa, YCTAHOBEHH MPH H3CIeIBaHE
YecToTa Ha pyHKUHATA HA YEPHHSA Apod

OnucaHne Ha U30paHu HeXkeNaHU EKAPCTBEHU PEAKLIHH

Hudexnun 0 nHpecTauHH

Iauuenture, npuemaiin UMYPAH kato MOHOTepanus unu B KOMOUHALIMS ¢ APYTH HMYHOCYIPECODH,
NMO-CNeUHanHO KOPTHKOCTEPOHIH, Ca MNOKA3aiH NOBULIEHA NOAATIHBOCT Ha BUPYCHH, MbOUUHH H
bakTepuanH1 HHPEKLMH, BKJIFOYHTENHO TEXKH WM aTUNHYHH Gopmu Ha uHbekums ¢ VZV (Bapuiena,
XEPrec 30CTEP) U ¢ APYTH NPHUYHMHUTENH Ha UH(eKUMH (BX. Touka 4.4).

Heonnasmu — 106poxauecTsenn, 3;I0KaMeCTBEHH H Heonpeae/ieHH (BKJ. KHCTH H NOJTHITH)
[MaunenTtuTe, KOUTO NONYYaBAT HMYHOCYNIPECHBHA TEPANMs, BKIIOYBALLA a3aTHOTIPHH, Ca HATOKEHH Ha
MOBULIEH PHCK OT pa3sBUTHE Ha JMMdonponndepaTUBHH 3a60naBaHHA H APYTH 310KaYE€CTBEHH
3a0011BaHMS, 0COOEHO KOXKHH KAPUHHOMH (MENAHOMHHU M HEMENAHOMHK), CAPKOMM {CapKoM Ha
Kanowu u apyru) v KapuuHOM in sifu Ha wiviikaTta Ha matkata. [IoOBMINEHUAT PHCK M3rnexna € CBbp3aH
ChC CTETIEHTA H NPOAB/IDKHTENHOCTTA Ha UMyHOCcynpecHs. Cpolluasa ce, ye NpeycTaHOBABAHETO Ha
HMYHOCYTIDECHATA MOXE Aa A0BEAE A0 YaCTHYHO 00paTHO pa3sUTHe Ha nuMdonpoandepaTHBHOTO
3abonsBaHe.

Mma penky cboOLIeHH 33 0CTpa MUENIOHIHA JIEBKEMHS U MUENOAHCTINA3HSA (B HAKOM CITyYaH CBLP3aHM
C XpPOMO3OMHH aHOMAJIHH).
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HapymeHua Ha KPLBTA H IHMPHATA CHCTEMA

TepanestHunata ynorpeta Ha UMYPAH moxke aa Obae cabp3ana Cbe 3aBUCHMa OT J03aTa, B 00LUA
cityvail oOpaTHMa, MUENOCYNpPECHs, Hal-4eCTO NPOABABALIA CE KATO NEBKOMEHHA, HO B HAKOM clly4yau
KaTo aHEMUS K TPOMOOLMTONEHMSA, H PAAKO KATO arpaHy;1I0lMTO3a, MaHLUMTONEHHA H anjlacTH4Ha
aHeMHA. Te3H peakumu ce nposBABAT NO-CNELUKHAIHO MTPH NMALHEHTH, NPEAPA3NION0KEHH KbM MHEIO-
TOKCHYHOCT Kato Te3u ¢ aepuuut Ha TPMT u 616peuna unH uepHoapoOHa HEAOCTATBYHOCT, KAKTO U
pH NaUKERTH, Ha KonTO Ao3aTa MMYPAH He e HaManexa npu eqHoBpeMeHEHHa ynoTpeda ¢
anonypyHHoON (BX. TOukH 4.2 1 4.5).

Mma ciyyak Ha 0OpaTUMO, 3aBUCUMO OT J03aTa [IOBHULIABAHE HA CpeAHUA 00eM 1 Ha CPEAHOTO
X€MOIrTOOHHOBO ChbAbPKAHHE HA EPUTPOLIMTHTE B pe3ynTaT oT Tepanusata c UMYPAH. Yctanosenu ca
1 MeranodiacTHW NPOMEHH B KOCTHUA MO3BK, HO CIYHaWTE Ha TEXKA MeranobyiacTHa aHEMMA U
EPHUTPOHAHA XHIIOMIA3UA Ca PENKH.

HapymeHns HA HMYHHATA CHCTEMA

[ToHAKora ca ONMCBaHW pas3IHiHH KIHHHYHH CHHIIPOMH C XapakTep Ha HAWOCHHKPATHYHH NPOSBH Ha
CBPBXYYBCTBUTETHOCT ciiea npunoxeHne Ha UMYPAH. CuMnTromure BkmousaT o610
HEPAa3NOJIOKEHHE, 3aMAAHOCT, rajieHe, NOBPbIAHE, Aapua, GeOPUAHTET, TPBIKH, ek3aHTEM, OOPHUBH,
CPHTEMA HOAO3YM, BACKYIHT, MHAITUA, apTPaNrus, XHIOTOHHUS, HapYLHeHa cbpaeyHa QyHKUME,
HapylueHa Ob0peuHa ¢pyHKUHA, HapylleHa YepHOApoOHa GYHKLMA U XonecTasa (BXK. ,,XenaTobuaHapHy
HapyLUEHUs ).

B MHOro cliy4ad NOBTOPHO Pa3sBUTHE HA CHMITTOMHMTE MpU NOC/IEABALL NPHUEM € MOTBbPAHIO BPbL3IKATA C
npuema Ha UMYPAH.

B noseueTo cnyyau cnen HezabaBHO CnivpaHe Ha NPHEMA Ha a3aTHONPHH K NPH HEOOXOAUMOCT
HHTPaBEHO3HO MPHUIIOKEHHE HA PAa3TBOPH 3a NOALbP)KAHE Ha KPbBOOOPALLEHHETO CE YCTAHOBABA
noaoOpaBaHe Ha CHCTOAHHETO.

HannumneTto Ha apyru 3a6onseaHus e AONPUHECIO 38 MHOIO PEIKUTE CI1y4aun HA JIeTaneH U3XO[.

[Ipu nposseHa cepbxuyscTBHTENHOCT KbM HMYPAH 2a Bcekn nHausuayanes ciyyaii Tps6Ba aa ce
NpeLeHH HEOOXO0AUMOCTTA OT NPOAB/DKABAHE HA TEPATNHATA ¢ NPOAYKTA.

CTOMAmHO-9pEBHH HAPYIICHHA
HskOW MauMeHTH UMAT raJieHe NPy NbPBHUA MPHEM Ha a3aTHONPHH. TIpu nepopanHo npunoxeHue

rageHeTo M3rnexaa ce OBIansBa ¢ BieMaHe Ha TabneTkUTe cnen xpaHeHe. [IpUNOKEHHETO Ha
TabNeTKnTe a3aTHONPHH Cnell XpaHeHe obade Moxe aa Hamanu abcopOumnaTa, 3aTOBA NPH TO3H HAYHH

Ha npunarane TpaOsa fa ce UMa npeaBHa HEOOXOAUMOCT OT MOHHTOPHPAHE 3a TEPaneBTUHHATA
eHKacHOCT (BxK. To4Ka 5.2).

OnucaHn ca TeKKH YCIOXKHEHNA, BKIIOYHTEITHO KOJIUT, AMBEPTHKYJIUT W riepopalivs Ha 4epBaTa npu
HMYHOCYNPECHBHA Tepanksa Ha NaLUEHTH ¢ TpaHcnaaHTauua. He e ycTaHOBEHa TOYHATA €THONOTHA,
KaTo TE3H peakUH MOXKe Aa Ce AbJXKAT H Ha BUCOKHTE 03H KopTUKOCcTeEpouan. [Ipu neueHue Ha
BL3MAIUTENHO 3abonsaBaHe Ha uepBaTa ¢ MUMYPAH e crofluaeana Texka RUapUA, NOABABALIA CE
OTHOBO NpH Bb300HOBABaHE Ha NpHeMa Ha NekapcTBoTo. [1pu Te3n naunenTn TpaGpa na ce ma
MpeABHA BbIMOXHOCTTA ODOCTPAHETO Ha CHMITTOMMTE J1a € CBbP3aHO ¢ ynoTpebara Ha NeKapCTBEHN

NPOAYKT.

[Ipn masika wacT oT nauuenTuTe, konto npueMat UMVYPAH, o6ukHOBeHO [IPYU TAKUBA C
TPaHCANaHTHpaH 61LOpek WK NpH TakKuBa ¢ BL3NATUTENHO 3a60naBane Ha YepBaTa, € ChOOIIABaH
naHkpeaTHT. KaTo npuunHa 3a pasBuTHE HA NAHKPEATUT TPYAHO MOXKE A CE OTpee/I¥ IPHEMET Ha




Haco4Ba KbM Bpb3ka ¢ npuema Ha UMYPAH.

XenaToOH/THAPDHH HAPYIICHHS

[ToHskora ce crobilaBaT ciyuan Ha pa3sBMTHE Ha XONECTa3a M BNOLLABaHE Ha YepHOAPOoGHATa GyHKUHS
B pe3ynTar ot npueMa Ha UMYPAH, kouto 06ukHOBEHO ca oOpaTUMH npu cnupaHe Ha npuema. Te
MOraT Aa ca CbNpOBOAEHH OT CHMATOMATHKA Ha PEAKLIMA Ha CBPbXYYBCTBUTENHOCT (BXK. ,,HapylieHus
Ha UMYHHaTa cucremMa™).

Mma peaku cho0uieHna 3a »KMBOTO3acTpallaBallo YEPHOAPOOHO YBPEKAAHE, CBBHP3AHO C
MPOOBJIKUTEHO NPHIOKEHHE HA a3aTHONPHH. XHCTONOIMYHUTE HAXOAKH BKIIFOUBAT CHHYCOMIHA
AunaTaums, YepHoapoOHa nennosa, BEHOOKNY3HBHA OONECT U HOAYIapHA pereHepPaTHBHA XHUMEPINa3HS.
B HAKOM CiyyaHn NMPH CRMPAHE Ha PUEMA Ha a3aTHOMNPHH C€ YCTAHOBIBA BPEMEHHO HAH TPaiiHO
MoaoOpEHHE HA CUMNTOMMTE H XUCTONOMMYHATA KAPTHHA Ha YepHus Apoo.

M3cneasanus
C HeuspecTHa yecToTa: abHOPMHH GYHKLUMOHAIHK 4ePHOAPOOHH H3CIEABaHHA.

HapyweHHd HA KOXKATA H NOAKO0XKHATA ThKAH

OnucaHH ca cilyuau Ha anonewuys NpH NaUXeHTH, JIEKYBaHHU ¢ a3aTHONPHH U PYTH HMYHOCYTIpecopH. B
MOBEYETO CAYUaH TOBA CLCTOAHME Ce NMoaoDpsABa, HE3ABUCUMO OT NPOAB/KABAHETO HA TEpanuaTa.
Bpb3kara Mexay npuema Ha a3aTHOTIPHH W Pa3sBUTHETO HA ANONEUNs € HECHIYPHa.

C HeM3BeCTHa YecToTa: CHHIAPOM Ha Sweet (ocTpa debpriHa HeyTpoduaHa epMaTos3a), peakLus Ha
$OTOUYBCTBUTETHOCT.,

CrobliiapaHe Ha NOJO3UPAHU HEXKEJAHW PEAKLIMH

Cbob61aBaHeTO Ha MOAOIMPaHH HEXENAHH PeakLMH CAEl paspellaBaHe 3a ynoTpeba Ha IeKapcTBEHHS
APOAYKT € BaxXHO. ToBa N03B0ONABA A2 MPOABLIKH HabMIOAEHHETO HA CHOTHOLIEHHUETO MOJ3a/PUCK 32
NEXapCTBEHHA MPOAYKT. OT MERHUHHCKHUTE CMIELMATHCTH C€ H3HCKBa 2 ChOOWIABAT BCAKA NOJO3MpaHa
HEeXXEeaHa peakUua Ha:

3nbiiHUTENHA areHUMs No JieKapcTBaTa

vi. ,JamsaH [ pyes* Ne §,

1303 Codmns,

Ten.: +359 2 8903417,
yebcaiiT; www.bda.bg

4.9. Ilpeao3npane

Cumaromn

OcHoBHHUTE CUMITTOMH NpH npeaosvpane ¢ UMYPAH ca HeoGacHMMYU NposBY Ha
Bb3naneHue/MHGEeKUMs, yaLEepalMH Ha IMraBULAaTa Ha MbPAOTO, KPbBOHACAAHUA U KbpaeHe. Te
BL3HHKBAT B PE3YATAT HA MHEIOCYINPECHSA, KOATO MOXKE Aa NOCTUINHE MaKCHMYyMa cH ciien 9-14 gHu.
Te3n npu3HaLK e No-BepOATHO Aa CE NPOSBAT MPH CHCTEMATHYHO NPENO3HPAHE, OTKOIKOTO npu
CHOKPATCH NPHEM HAa MHOrO BUCOKa 103a. CboOLIEHO € npeAo3HpaHe MPH EAHOKPATEH nNepopaneH
npruem Ha 7,5 g azaTnonpuH. HezabasnuTe TokcH4HH edekTH B TO3M chyuaii ca rageHe, NOBpbLLAHE H
AuapHA, KaTO NO-KBLCHO Ca HACTBIWIIK ¢Na0bo NPOSIBEHA NEBKONEHHS W JIEKH HAPYLIEHHS Ha
4epHOAPOOHATA PYHKUKA. BB3CTAHOBABAHETO HA MALMEHTA € IPEMMHAIIO 63 YCAOKHEHHU.

Jleuenne

Tbii kaTo He chlecTByBa cneUHUYEH aHTHAOT, GPOAT Ha KPbBHHTE elleMeHTH TpaGBa na ce
[POC/aENsABa BHUMATENHO H, KO € He00X0IMMO, J1a Ce NMPHIoKAT 00K NOAALPXKALUH MSpRIT. 3362l
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NOAXOAALLA XeMOTPaHCHY3HA. AKTHBHHUTE MepkH (kaTo ynoTpeba Ha akTHBEH BLITIEH) MOXE 1A Ce
oKaxart 0e3 eexT NpyU Npeao3upaHe Ha a3aTHONPHH, OCBEH aKO ca NPEeanpHeTH 10 60 MUHYTH oT
CaMOTO MNOrIbUIaHE,

[lo-HaTaThWHOTO NoBeicHHE TPA0Ba 1a € B 3aBUCHMOCT OT KITMHHUYHATA HEOOXOAMMOCT WK cnopea
PENOPLKHTE HA HALHOHAHHA LICHTBP NO TOKCHKOJIOTUA, KbAETO HMA TAKbB.

He e ycTaHOBeH eeKTHT Ha AHanu3arta npu npenosupaie Ha UMYPAH, Bbnpeku ue a3aTHONPUH MOXe
OT4acTH Aa ObJe OTCTPAHEH Ype3 AUATH3A.

5. ©APMAKOJOIHYHHU CBONCTBA
S5.1. dapmaxkoaHHAMHYHH CBOHCTBA

®apmakorepanesTiuna rpyna: AHTUHEOIIJIACTUYHU U UMYHOMOIVJIUPALLIU CPEJICTBA
— UmyHocynpecopu — JIpyru umyHocynpecopu, ATC koa: LO4AX01]

MexaHU3BM Ha AEHCTBHE |
A3aTHOTPHH € MPEeALUECTBEHUK Ha 6-mMepkanTonmypuH (6-MP). 6-MP He e akTHBEH, HO AeiCTBa KaTo

ITYPHHOB AHTarOHMUCT, KaTO 33 OCBLIECTBABAHE HA HMYHOCYNPECHBHHA MY edekT € HEOOX0AUMO
MPOHUKBAHETO MY B KJIIETKHTE M HHTpaLleJyAapeH aHabonu3bM 10 THOTYAHHHOBH HyKIeoTuau (TGN).
TGN u apyrure metabonutu (Hanp. 6-MeTHAMEPKANTOMYPHUHOBH PUGOHYKIEOTHAM) HHXUBHpaT
CHHTE3aTa de HOVO Ha MTYPHUHHU U B3aHMHOTO NMpEBpbLUAaHe Ha NyPHHOBHTE Hykieotad. TGN ce
BK/IHOYBAT H B HYKJIEHHOBHTE KHCENHHH H TOBA JOIPHHACA 38 HMYHOCYTNIPECUBHUS e(eKT Ha
ACKApCTBOTO. JIpyruTe NOTEHUHANHN MEXAHH3MH Ha a3aTHOTIPHH BKTIOYBAT HHXHOWPAHE Ha MHOTO OT
NbTHILATA 32 GUOCUHTE3a HA HYKICHHOBH KHCEJIMHH, KATO N0 TO3M HAYMH CE OrpaHHYaBa
NpoAHGEPALMATA HA KNETKHUTE, yHACTBALIH B ONPEAEISHETO W AKTHBHUPAHETO HA UMYHHHS OTTOBOD.

Karo ce uMar npeBua oNMCaHNUTE MEXAHU3MU Ha ASHCTBHE, TepaneBTHYHUAT edbekT Ha UMYPAH
MO2E J1a C€ NPOABH Cle/l HAKOJIKO CEAMMLH HITH MeceLa.

AKTHBHOCTTa Ha METHIHHTPOHMH/IA30JI0BHA OCTATBK, KOHTO € METaGO0MUT Ha a3aTHONPHUH, HO He 6-MP,
HE € ACHO YCTaHOBEHA. BBbNpeKkHn TOBa B HAKOH CHCTEMH ABHO MPHYHHABA NPOMAHAE B AKTHBHOCTTA HA
a3aTHOTNPUH B CPABHCHME ¢ Ta3u Ha 6-MP.

S5.2. PMapMaAKOKHHETHYHH CBOCTBA

AbcopbLus

AOcopuHATa Ha a3aTHOAPHH € HETbJIHA M AocTa Bapupa. Cpeanata (B ckoOM € MOCOUYEH AMANA3OHBT)
abcontoTHa OHOHANHUHOCT Ha 6-MP cnen npunarave Ha 50 mg azatvonpuH e 47% (27% — 80%).
CreneHra Ha abcopbLms Ha a3aTHONPHH € CXOMHA B PazjIMUHNTE OTAETH Ha XPAHOCMUNATEIHATA
CHCTEMA, BKIIIOYHTEHO CTOMAaxa, HEIOHYMa H LIEKYMa, a CTeneHTa Ha abcopOuus Ha 6-MP cnen
MPUIOKEHHE HA a3aTHONPHH € BapHaOWITHA H CE€ pa3iHYaBa MEXAY MecTaTa Ha abcopbums, KaTo
HaH-ronsma e abcopOumsATa B HeroHyMa, CleABaHA OT Ta3H B CTOMAXa H LIEKYMa.

BunpekH 4e HAMa NpoyuBaHHA 3a edieKTa Ha XpaHaTa ¢ a3aTHONIPHH, HMa NPOBENEHH (HhapMaKo-
KHHETHYHH Npoy4Banus ¢ 6-MP, konTo ca peneBanTHH M 3a asaTHonpuH. CpeaHaTa OTHOCHTENHA
GuoHan1uHocT Ha 6-MP e npubansutento ¢ 26% no-HUcKa cAe NpUIATaHe 3aeQHO ¢ XpaHa ¥ MITAKO, B
CPaBHCHHE C NMPHEM Ha TMAaaAHO CYTPUH. 6-MP He e ctabuneH B MAIKO Nopaan HATMYHUETO HA KCAHTHH-
okchaasa (30% pasrpaxaane B pamkute Ha 30 MMHYTH). A3aTHONPHH TPA6Ba Aa ce MpHema Hak-ManKo
I 4ac npean wnk Hait-Manko 3 vaca ciell KOHCYMaUMA Ha MIISKO WAH MIICHYHH NPOay -
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PasnpeneneHue

OO0eMbT Ha pasnpeaeneH’e Npy AOCTUTAHE Ha CTALIHOHAPHO CHCTOAHME (V4ss) HA aA3aTHONPUH HE €
usBecTeH. CpeaHHAT (= SD) npusuaed Vs Ha 6-MP e 0,9 (£ 0,8) I/kg, spnpeku ye Tazu cTOHHOCT
MOX€E J1a € MO-HUCKA OT AeHCTBHUTEIHATA, Thil kKaTo 6-MP ce pasrpaxkaa B LeHS OpraHn3IbM (2 He camo

B UepHus apob).

IIpubdnusurento 30% ot azaTHoNpHH € CBBP3aH ¢ DENTHK.

KoHuenTpauunTe Ha 6-MP B uepebpocniHanHaTa TEUHOCT (IMKBOP) CNEA HHTPABEHO3HO WIN
nepopanHo NpuaAoKeHue Ha 6-MP ca HUCKH MITH npeHeOpekUMM.

buoTtpaHchopmauus

A3aTHONPUH Ce pas3rpaxaa 6bp3o in vivo oT NTyTaTHOH-TpaHcdepasa 10 6-MP v MeTHAHHTPO-
HMHAA30510B OCTaThK, 6-MP jiecHO npeMuHaBa npe3 KieTbuHHTE MEMOPAHH M JI0 TOTAMA CTEMNEH Ce
META0O0IH3HPA MO MHOXKECTBO MHOMOETANHM MBTHLIA R0 AKTHBHH U HEAKTHBHH MeTaGonnTH, 6e3 na
AOMHHHPA €WH onpeaeneH eH3um. [lopann kommiekcHus MeTaboN3bLM, HHXHOMPAHETO HA €ANH
€H3WM He 0DACHABA BCUUKH CIy4aH Ha JIWNCA Ha eDHKACHOCT H/WAW M3pa3eHa MUENOCYTIPECHS.
[TpeobnanapawinTe eH3MMH, OTrOBOPHH 3a MeTabonuama Ha 6-MP uin npoussoaHuTe My MeTaGonuTH,
ca: MONMMMOPGHHAT €H3UM THONYPHH-S-MeTHnTpaHchepasa (TPMT) (Bk. Touka 4.4), KCAHTHHOKCHAA3A
(BX. Touka 4.3), HHo3uHmoHodocharTaexuaporeHaza (IMPDH) (Bx. Touka 4.5) ¥ XHNOKCAHTHH-
ryaHHHgpoctopubosnarpancdepaza (HPRT). Jpyru ensumu, yyacreaiy B 06pa3yBaHeTo Ha AKTHBHH W
HEaKTUBHH MeTaboONUTH, Ca: ryaHosnHMoHodocharcuuTeraza (GMPS, kosto 06pazyea TGN) u
HHO3HHTpHUOChaTRHpodocdaTasa (ITPase). CaMusaT a3aTHONPHH CBIIO Ce METaGONMM3Upa OT
anaexuaoOKCHaa3a 10 NoJyYaBaHe Ha 8-XUIPOKCHA3aTUOTIPHH, KOMTO MOXKeE a e akTuBeH. Uma v
MHOXKECTBO HEAKTHBHU MeTabouTH, 00pa3zyBaHH NO APYrH MbTHLLA.

HMa nanhu, Ye Bb3 0CHOBA HA MOAUMOPOHHTE HOPMH HA TEHUTE, KOOHPALLY PAZTHUHHTE €H3UMHH
CHCTEMH, yuacTsallH B MeTaboIM3Ma Ha a3aTHOMPUH, MOXKE 12 C€ NMPEACKA3BAT HEXKENAHH IEKAPCTBEHHN
PEAKUHH MPH JIEHEHUETO € a3aTHOMNPHH.

Tuonypun-S-memurmpancepepaza (TPMT)

KoHueHTpalHaTa Ha THOryaHHHOBUTE HYKIIEOTHIH, 06pa3yBaHu oT 6-MP, B eputpoLuTUTe, €
oOpaTHONponopudoHanHa Ha akTHBHOCTTa Ha TPMT, kaTo no-sucokuTe KOHLEHTpPALHUK Ha
THOTYaHHHOBHUTE HYKICOTUAHN BOAAT 10 NO-rOfsM cnan B Opos Ha 6enuTe KPbBHU KJIETKH H
HeyTpoduaute. Ipy nnua c nepuumt va TPMT ce nonyyaBar MHOrO BUCOKH KOHUEHTPALWM Ha
LUMTOTOKCHYHH THOI'YAHWHOBH HYKJICOTHAH.

H3cnensanus Ha reHOTHNA MOraT aa onpeeNsT THNA AleH Ha JaAeH NALUUEHT. B HACTOAIIUA MOMENT
NpH OKONo 95% OT BCHYKY UHAMBUIM C NOHMXEHA aKTUBHOCT HAa TPMT T4 ce abJixkH Ha HAKOI OT
cneanure 3 anena — TPMT*2, TPMT*3A u TPMT*3C. Tpu npubauzutenno 0,3% (1:300) ot
NAUMCHTHTE K BaTa anena Ha resa 3a TPMT ca sedyHkunoHanin (xoMo3nuroten neduumT) M Te3u
MaLUWEHTH Ca ¢ HUCKA WIW HEOTKPHBaeMa aKTUBHOCT Ha eH3uMa. [Ipubnusutrenno 10% oT naumMeHTHTe
HMaT eIk HedyHKUMOHANeH anen 32 TPMT (xeTeposuroThH), KOETO BOAM 0 HHCKA WK CpeaHa
akTBBHOCT Ha TPMT, a 90% ot xopata umat HopManHa akTuHOCT Ha TPMT ¢ aBa byHKUHOHATHK
anena. BhaMOXHO € 1a uMa 1 rpyna ot npUGAHIUTENHO 2%, KOUTO UMAT MHOTO BUCOKA aKTUBHOCT Ha
TPMT. deHoTHNHH TECTOBE OMpEAEHAT HHBOTO HAa THOMYPHHOBHTE HYKIIEOTHAM MITH AKTHBHOCTTA Ha
TPMT B eputpountuTe M cbuio MoraT Aa 6baar MHGOPMATHBHY (BK. TOUKa 4.4).

ENUMHHHpAHE
Cnea nepopanto npunoxenne Ha 100 mg **S-azatuonpun, 50% oT paaMOaKTHBHOC
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ypHHata 3a 24 vaca u 12% B usnpaxneHusaTa cnen 48 uaca. B ypuHaTa 0CHOBHOTO BELLECTRO €
HEaKTHBHHAT OKCUAMPaH MeTaboIUT THONMKOUHA k1cenuHa. [o-manko oT 2% ce ekCKkpeTHpar B
ypHHaTa KaTo a3aTHONpHH WiK 6-MP. AzatHonpuH HMa BHCOK KOe(HULHEHT Ha eNMMHHHUPaHeE ¢ ol
KJIMpBLHC Haa 3 |/min npu 3apaBu gob6poBonuu. Hama janHu 3a 6b0pevHHS KIMPBHC AW NOJY>KHBOTA
Ha a3aTHOTIPHH. brOpeyHuaT knupbHe Ha 6-MP U nonyxkueoTHT Ha 6-MP ca cwoTBeTHO 191 ml/min/m?

H (0,9 yaca.

MepxanTonypHH — meTabonur Ha d3aTHOMPHH, € YCTAHOBCH B KOJ1aCTpaTta H MJIAKOTO Ha XKCHH,
NnoanoAKEeHM Ha NCYCHUE € Aa3aTHONPUHH.

CnennasHu nonyJanHH NAKHENTH

[lauMeHTH B cTapyecka BbL3pacT

He ca npoBexaany cneuHatHy npoy4BaHHA MPHU MaLUMEHTH B CTAPHECKa Bb3PacT (BxkK. Touka 4.2).

L[ega C HATHOPMECHO TErno

[1pn epno knuHHYHO npoyusane B CALLL 18 neua (Ha Bb3pact 3 1o 14 ronnHu) ca 6unu pasnpeneneHu
10 PABHO B ABE IPYMNH; CbC CHOTHOLLIEHKE HA TETIIO KbM PBCT KA WK NOA 75-TH nepceHTHN. Beako
fete € OUo Ha noaawbpxKawo gedeHue ¢ 6-MP 1 no3arta e 6una usuucneHa Ha 6a3a Ha TAXHATa TelecHa
nobpPXHOCT. CpenHata AUCo_. 3a 6-MP B rpynata Hag 75-t1 nepceHTHN € 6una 2,4 MbTH NO-HUCKA OT
Ta3H 3a rpynara noa 75-tu nepceHTH. I1o Ta3u npruurHa nNpu AeuaTa ¢ HAAHOPMEHO TETJIO MOXKE Aa Ca
HEOOXOAWMH 031 B rOpHATa 4acT Ha JO30BHSA AMANA30H M N0 Ta3W NPHUKMHA CE NIPENOPbUBA
BHHMATEJTHO NMpOCiAeasBaHe Ha OTrOBOpa Ha JIeUeHHETO (BX. Touka 4.2).

brOpeuHo yBpexcaaHe

IlpoyuBaHHATA C a3aTHONPHH HE NOKa3BaT Pa3iMKa BbB (hapMaKOKMHETHKATA Ha 6-MP npy nauueHTH ¢
YPEMHA B CPABHEHHWE ¢ NALIMEHTH ¢ OBOpeyHa TpaHCcIlaHTauus. Thii KaTo ce 3Hae MAIKO 33 AKTHUBHUTE
MeTabOMNTH Ha a3aTHONPHH NpH NauUKeHTH ¢ OpGpeyHo yBpexaaHe, TpabBa na ce 06MUCNH HaMansBaHe
Ha AO3HPOBKATA NPH NALMEHTH ¢ HapytieHa 6n6peuHa pyHkumsa (Bk. Touka 4.2).

A3aTHONIPHH W/WJIH HEFOBUTE METADOIUTH CE €TMMUHUPAT YPe3 XeMOAHANN3A, KaTO NPUOAHIUTENHO
45% OT palHOaKTHBHUTE METabONHTH ca GUITH ENUMHHHPAHH MPH JHANH3a C NPOABDKUTENHOCT 8 Haca.

YepuoapobHo vBpexade

[IpoyuBaHe ¢ a3aTHONPHH € NMPOBEAEHO NMPH TPH MPYNH NALMEHTH crel 6bOpeyHa TpancnnanTaums: 6es
4epHoapoOHO 3abonssaHe, ¢ yepHOAPoOHO yBpexIaHe (HO He UNpo3a) H ¢ YePHOAPOBHO YBpeKaaHe U
upo3sa. [lpoyusaHeTo nokasea, ye eKCMO3ULMATA Ha 6-MePKaNTONYPHH € 1,6 MLTH Mo-BHCOKA NPH
MALMEHTH C HEPHOAPOOHO yBpexAaHE (HO HE LMPO3a) U & MBTH NO-BUCOKA NPH NALUEHTH C
4EPHOAPOOHO YBPEXKAAHE K LMPO3a B CPABHEHHE C NauueHTH Ge3 uepHoapobHo yBpexaaHe. ITo Tasu
npuinHa TpsdBa na ce OOMHCH HaMaNABaHE Ha 03aTa NPH NaUKEHTH ¢ yBpeleHa YepHoapobHa
¢byHKLHUS (BxK. ToYKa 4.2).

5.3. IlpeaxHHHYHH JaHHH 3a Ge3onacHOCT

MyTaresnoct
B peanua in vitro W in vivo aHann3M 32 FeHOTOKCHYHOCT € YCTAHOBEHO, Y€ a3aTHOTIPHH € MyTareHeH.
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Kanueporeanocr

HBAroCpOYHH M3NUTBAHKWA HA KAHLEPOT€HHOCTTA Ha a3aTHONPHH NOKAa3BaT MNOBHLIEHA YECTOTA Ha
NUMPOCAPKOMH, KAKTO H HA €NUTENIHA TYMOPH U KapLIMHOMH CHOTBETHO MPH MUILKU K [TbXOBE, NPH
JAO3UPOBKH J10 1Ba MBTH NO-BHCOKH OT TEPANEBTHYHATA 1032 34 XOpa U NMPH MO-HUCKH AO3UPOBKH NPH
UMYHOKOMIPOMETHPAHH MHILIKH.

PenpoAYKTHBHA TOKCHYHOCT
[1pn nposeaeHn W3NHTBAHKUA NpH OPEMEHHU NNBXOBE, MHLIKHU | 32l C TPHIOXKEHHE HA a3aTHOTIPHH

5-15 mg/kg T.M. IHEBHO Mpe3 NEpHOJa Ha OpraHoreHesaTa ¢e YCTaHOBABRAT PeTanHH aHOMANUH,
NPOSABEHH B pa3jiH4HA CTENEH.
YCTaHOBEHH ca TepaToreHHu eeKTy npu 3aiuy npu nprem Ha 10 mg/kg T.M. QHeBHO.

6. PAPMALEBTHYHHU JAHHHA

6.1. ChnHchK HAa NTOMONIHKTE BEIECTBA
JlakTo3a MOHOXHAPAT

llapeBHuHO HULLECTE
[TpexxenaTHHHU3IUPAHO HHULLIECTE
CTeapuHOBa KHCeNHHA

MarxHesmes creapar

OUNMOBO NOKPUTHE
XHrpomeosa
Makporon 400

6.2. HecbBMECTHMOCTH

Hsama onucann.

6.3. Cpok Ha roguocrt

3 roauHw.

6.4. ChneunanHu yCJI0BHA 34 CHXPAHEHHE

Ha ce coxpansaea npu Temnepartypa noa 25 °C. bauctepbT Aa ce chXpaHsABa B KaPTOHEHATa ONAaKOBKa, 3a
Jla ce npennasy OT ¢BeTIIMHA.

6.5. Bua H chAbLPXKaHHE HA OOAKOBKATA

BTropuuHa onakoBka — KapTOHEHa KYTHS.
[TbpBrHyHa onakoBka ~ Onuctepu PVC/Al donwo.
KonnuecTso B eqHa onakoska — 100 punmupanu Tabnerky (4 6nauctepa no 25 tabnerkn).

6.6. CrnenuanHn npeANa3HM MepKH NpPH H3XBBLPJASHE H pabora

IIpenopnukn 3a pabora ¢ Tabaerkure
[lpenopbuBa ce Aa ce cnas3par onpeneneHUTe Mepku 3a 6€30MacHOCT NpH paboTa ¢ LUTOTOKCHYHH
BELLIECTBA.

Hsama yctanoBen puck npmn pabota ¢ punmupanuTe tabnetkn UMVYPAH, ako dbunmosg
CbhC 3ana3eHa UANOCT, Jla He ce HapyllaBa LUenocTTa Ha huaMupaHuTe Tabnerku!
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IIpenopbKH NPH YHHINOXKABAHE
Tabnetkure UMYPAH na ce yauuioxkasat cnopen pasznopeadure 3a yHHIIOKABAHE HA TOKCHYHH
BCLLIECTRA.

7. IIPUTEXATEJI HA PASPEIIIEHUETO 3A YHHOTPEBA
Aspen Pharma Trading Limited

3016 Lake Drive

Citywest Business Campus

Dublin 24

Hpnanans

8. HOMEP HA PAZPEHNIEHHUETO 3A YIIOTPEBA

Per. Ne 20020842

9. JATA HA ITBPBO PA3PEINABAHE/TIOTHOBABAHE HA PA3ZPEINIEHUETO 3A
YIIOTPEBA

JlaTta Ha MbpBO pa3peluasane: 13 nekemspu 1971 r.
Hara Ha nocienHo noaHoBsiBaHe: 06 aexkemepu 2007 r.,

10. IJATA HA AKTYAJIMIUPAHE HA TEKCTA

07/2026
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