KPATKA XAPAKTEPUCTHKA HA MTPOAYKTA
AVO
1. WME HA JJEKAPCTBEHUS IPOAYKT A0 8 Z/
UMYPAH 50 mg dunmupanu Tabnetku 68/ 737 19-03- 1%
IMURAN 50 mg film-coated tablets
2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Bceska tabnerka cwabpka S0 mg azatuonpuH (azathioprine).

[lomouiHO(M) BeLIECTBO(a) C U3BECTHO AEHCTBHE: JIAKTO3a MOHOXH/IpaT.
3a MbJIHKUA CMUCHK HA MOMOLIIHUTE BelEeCTBa BUXKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmupana tabnerka

MMVYPAH 50 mg ¢punmupanu TabneTku ca »biaTH KpbIiiM ABOWHOM3MbKHAIU (PHUAMHpaHHU TaONEeTKH C
Oo3HaueHue ..IM 5%,

4. KIMHUYHHU JAHHH

4.1. TepaneBTHYHH NOKA3AHHUA

UMVYPAH ce u3non3ea kaTo UMyHOCYTNPECUBEH aHTUMETA0OIUT CAMOCTOATETHO WJIH, MO-4€ECTO, B
KOMOMHALMS ¢ Apyry JiekapcTBa (0OMKHOBEHO KOPTHKOCTEPOMUIAHN) M MPOLEAYPH 3a NPOMAHA Ha
UMYHHHUS OTroBOp. TepaneBTHUHHAT e(eKT ce NposBABa Clie] HAKOJIKO CEMMLIM MITH Mecella, KaTo
BOJM /10 pelyLMpaHe Ha HeoOXoaumara a03a KopTukoctepou. 1o To3u HauuH ce HamansaBar
TOKCHYHHTE MPOSBU HA KOPTHKOCTEPOUUTE TMPH MPOAB/IKUTETHO MPUJIAraHe U B MOJIEMH J103H.

UMYPAH B koMOHHaLMs ¢ KOPTHKOCTEPOMAH M/WIIK APYTH UMYHOCYNPECUBHH NMPOAYKTH U NMPOLIEAYPH
€ NMOKa3aH 3a NOTHUCKAHE PeaKLMATa HA OTXBBPJISHE HA TPAHCIUIAHTHPAHW OpPraHu OT OpraH1W3ma, KaTto
ObOpeun, yepeH aApod U cbplie, ChILO TaKa jJa peaylidpa HeoOXoAuMaTa 1032 KOPTHKOCTEPOHUH TpH
ObOpeYHa TpaHCIIaHTaLMUS.

MMYPAH e nokasaH 3a jie4eHHe Ha YMEPEHO TEXKH U TEXKKH Bb3NAJIUTENHHU 3a00/I9BaHUS HA yepBaTa
(Oonect Ha KpoH M XpOHHYEH YJILEPO-XEMOPArH4eH KOJIMT), MPH MaUKUEHTH C NoKa3aHa Tepanus ¢
KOPTHKOCTEPOUAH, MPH MALKUEHTH C HENMOHOCUMOCT KbM KOPTHKOCTEPOM/IM HJIH NMPH pedpaKkTepHO Ha
00MUYaHOTO JleueHue 3aboaBaHe.

[1pn npunoxenne Ha MMYPAH camocTosTenHo Uin no-4ecto B KOMOMHALIMA ¢ KOPTHKOCTEPOM/IH
W/WIK APYTH MPOAYKTH U MPOLIEAYPH C€ NOCTHra KIIMHUYHA 10132 (KaTo HamasisBaHe Ha J03aTa Wl
CMHUpaHe NMpUeMa Ha KOPTHKOCTEPOUIHU) MPHU HAKOHU NAUMEHTH, CTPaJally OT CAeHUTE 3a00a9BaHUA:

TEXbK PEBMATOU/IEH APTPHT;
CUCTEMEH JIYIyC epUTEMATOo/1eC:,
NE€PMAaTOMHO3HUT H MOJIUMHUO3HT;
ABTOMMYHEH XPOHHYEH aKTUBEH XETaTHT;
neMqHryc ByJirapuc;

BB3JIECT MOJIHAPTEPHHT;




* ABTOMMYHHA XCMOJIMTHYHA aHCMUA,
® XpOHWYHA pcuraAnBHpalla HanonaTHyHa TpOM6OU,HTOl'IeHH‘{Ha nypirypa,
' pe€nancHpaloO-peMHTCHTHA MHOXCECTBCHA CKIIEPO3a.

4.2. /d03MpoBKA H HAMHH HA GPHIOKCHHE

O0wmu nonoxeHns

AKO NekapcTBOTO HE MOXKE 1a C& NpUeMa MepopasHo, MOXKE [a C€ NPHIIOKMA HHTPABEHO3HO
HHxeKUuMoHHaTa ¢opma Ha UMYPAH. [1pn Bb3MOXHOCT 32 nepopaneH npueM WHTPaBeHO3HOTO

npunoxeHue Tpabea aa cnpe.

Tabnetkure UMYPAH Tpafea na ce npuemar noHe 1 yac npeay wiu 3 uaca ciel NpyUeM Ha XpaHa HITH
MISKO (BWKTE TOuKa 5.2).

B ornennu cneum@HuyuHK KNHHHYHY cliyyan TpsOBa Aa ce no3sa uHpopMaLus OT CreuHanH3upaHaTa
MEIHLMHCKA MHTEpaTypa.

Jo3upoBKa

Hpunoxcenue npu ev3pacmnu

JHo3npoBKa cie TPAHCHIAHRTANHA — Bh3PACTHH
B 3aBHCHMOCT OT THIAa Ha UMYHOCYTIPECHBHATA TEPANMA C€ Npunara nepopanHo ao3a Ao S mg/kg
TeJleCHa Maca (T.M.) Npe3 TbpPBUA AEH.

[ipunara ce noaabpxaia go3a ot 1 a0 4 mg/kg 1.M. AHEBHO, KaTO Jo3aTa TpAORa Ja ce ONpeaeiu B
3aBHCHMOCT OT KITMHHYHHTE HYXXAHU H X€MaTOJIOrMYHaATa NOHOCHMOCT.

[lopann puck OT OTXBBPAAHE HA TPaHCIU1aHTaTa noaabpxawo aeueHne c UMYPAH Tpabea na ce
npuiara HeorpaHU4eHo AbIF0, AOPH NPU HEOBXOAUMOCT OT NMPHEM HAa HUCKH J03H.

J0o3HpoBKa NPH MAOKECTBEHA CKAEPO3a

[IpenopbuanaTta 103MPOBKa 33 IEYEHHUE HA penancupalla peMMTEHTHa MHOXKECTBEHA CKIIEpo3a e

2-3 mg/kg T.M. AHEeBHO. 3a NpPosBa Ha €EKT OT JICUCHHETO MOXe a € HeoOX0AUMa NMPOIbIKHTETHOCT
Ha JIeYeHWE HAJ €AHA rO/IMHA, a OBJ1aAsABaHe Ha NTPOrpecHATa Ha 3a00JI9BaHeTO MOXKe Na Obae
FIOCTACHATO U €Ba CAE€ JBE FOAHHH JIEUEHHE.

J03MpoBKA NPH APYIrH CHCTOSHAA — BL3PACTHH

B 06wmua cinyuaii HauanHaTa nozuposka e mexay | u 3 mg/kg T.M. JHEBHO, KaTo B TE€3W MPAHWLM J103aTa
MOXKe 13 € MPOMEHA B 3aBUCHUMOCT OT KJIMHHYHOTO TMOBIHABAHE (KOETO MOXE J1a Ce NMPOABH chel
CEAMULH MIIH MECELIM) U XEMATOJIONMYHATA MOHOCHMOCT.

[1pu nozoOpeHHe Ha CLCTOAHUETO B PE3YITAT OT TepanuaTa TpadBa na ce oOMHUCIH HaMansABaHE Ha
noAgbpXKalaTa A03a A0 HaH-HHCKOTO HHBO, HEOOX0AKMO 3a NOAAbPKAHE HA TOBA CHCTOAHHE. AKO B
MbPBUTE TPH MECENA HE HACTBIH NOJoOpeHHe B CHCTOAHUETO HAa MaLUUEHTa, TpAOBa aa ce oOMMCIH
npekparaBaHe Ha seueHHeTo ¢ MMYPAH, Ho npv nauxeHTH ¢ Bb3nanuTeNHO 3a0019BaHe HA YEpRATa
NIeKapcTBOTO TpAOBaA Aa ce npunara Hai-Manko 12 Mecela, KaTo NMPOMIHA B KIIMHHYHOTO CbCTOSHHE
MOJXK€ [1a HE HACTBIH NO-paHO OT 3-4 Mecela CeA Ha4YanoTO Ha TEPanuUATa.

B 3aBucHMocT oT 3a60n9BaHETO, KOETO CE€ NEKYBA, H HHAHBHAYATHHA OTrOBOP OT CTPaHA HAa NALIUEHTA,
BKJIIOMHTETHO XEMATOIOTHYHATA NOHOCUMOCT, HEOOXOAUMHTE 3a NOAABPHKALLA Teparnta 103
ca B HHTEPBaJa OT NO-HUCKH OT 1 mg/kg T.M. Ao 3 mg/kg T.M. AHEBHO.
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ITeouampuyna nonyrayus

Ado3npoBxa ciea TPAHCNAAHTAIIAN
Brxkrte ,,JI03MpOBKa CAEA TPAHCIIAHTALNMS — BB3PaCTHH .

Jo3RpoBKa MPH MHOXKECTBEHA CKJIEpo3a
MHoxecTBEHA CKAEpO3a He C€ AMAarHOCTHIIMPA 4ecTo npu Acua. He ce npenopbuBa npunioxkeHue Ha
azaTHOTIPHH.

Jlo3HpoBKA PR APYTH CHCTOAHAS
Hleua ¢ HAAHOpPMEHO TerJio

I[EI.[HTE[ C HAAHOPMCHO TErNMO MOXKE a HMAT HYXKAa OT JO3H B ropHaTa 4acT Ha 1030BHA AUAra3oH U No
Ta3H NMMpHYHHA CC IIPCTNIOPbYBa BHUMATCIIHO MpOCICAABAHC Ha OTIroBOpa Ha JICHCHHETO (B}K. TO4HKa 52)

TIpunosicenue npu nayuenmu 8 cmapuecka év3pacm

OnuteT B npunoxeHreTro Ha HMMYPAH npu nauveHTH B cTapuecka Bb3pacT € orpaHvueH. Bunpeku ye
HaAWYHHTE AaHHHW HE JaBaT JOKa3aTe/ICTBA, Y€ YECTOTATa Ha HexeNlaHUuTe peakudd or UMYPAH npu
NaUMEHTH B CTAPHECKA Bh3PACT € MO-BHUCOKA OT YECTOTATA MPH OCTAHAIUTE NMAaLUEHTH, NPEMNOPLUYUTENHO
e 1a ce npocaenaear 6xbpeyHara U yepHoapoOHaTa PyHKLUMH M 1a ce 0OMHCIM HamansBaxe Ha 103aTa,
ako Te3d GYHKUHMH ca yBpeaeHH (BX. Touka 4.2 — ITpunoscenue npu nayuenmu ¢ 6vbpeuro uw/'unu
YepHOOPObHO Yyepedicoane).

IIpunoocenue npu nayuenmu ¢ 6vOpeyro WU 4eprodPobHO yepesicoare

[1pu naureHTH ¢ HapylueHH OBLOpeuHn u/unu YepHoApoOHHM QYHKLHH ce NpenopLUYBa HaMallABaHe Ha
no3ara (BxK. Touka 4.4.).

Bzaumoodeucmeue ¢ Opy2u aexapcmeeHu npooykmu

Korato MHXHMOMTOp Ha KCAHTHMHOKCHa3aTa, KaTo Hanp. anonypHHON, Ce NPHAAra eJHOBPEMEHHO C
a3aTHONPHH € MHOIO BRXKHO /4 <€ npunara camo 23 % or obryakiHata A03a HA a3aTHOIMPHH, Tl KaTo
anorypHHON HaMaJIsBa CKOPOCTTA Ha pasrpaXxaaHe Ha asaTHONPUH (BX. Touka 4.5).

HHayuenmu c oecpuyum na TPMT

[TauneHTHTE C HACAEACTBEHA HUCKA WU JIMTICBALLA AKTUBHOCT HA THONYpUH-S-MeTuATpaHcdepasaTa
(TPMT) ca ¢ noBHieH pHCK 33 TEXKKH NPOABH Ha TOKCUUHOCT HA A3aTHONPHH NMPH KOHBEHLIHOHATHHTE
MY 1031 H OOHKHOBEHO MPH TAX € HeOOXOAUMO 3HAUMTENHO HaMaABaHe Ha Ao3aTta. He e onpenenena
ONTHMAJIHaTa Ha4alHa 034 32 NAUHEHTH C XOMo3uroTeH aedpuunt Ha TPMT (Bxk. Touka 4.4. u

TOYKA 5.2).

IToBeueTo nauMeHTH, KOUTO Ca XeTepO3UroTHH No oTHouleHHe Ha TPMT-"eaocTaThbuHOCT, MOTaT fa
MOHACAT NPENOPBbUYAHHTE 03U a3aTHONMPHH, HO MPH HAKOM MOXE J1a C€ HAJIOXKH HaMansBaHe Ha [03aTa.
ChbluecTByRaT reHOTUNHHU U peHOTHIHU TecTOBe 3a TPMT (Bx. TOukm 4.4 u 5.2).

HHayuenmu c sapuawm na NUDT15
ITpu naunenrv ¢ nacneacteed mytHpan red NUDT 1S uma noBullieH pucK OT TEXKH NPOABH Ha

TOKCHYHOCT Ha a3aTHonpuH (Bx. Touxka 4.4). [Ipu Te3u nailueHTH OOUKHOBEHO € HEOOX0AH
HaManaBaHe Ha N03aTa, ocoOEHO ako ca ¢ xoMo3uroTeH BapranT Ha NUDT15 (Bx. Touka




3all0YBAHE HA TEPANHA C a3aTHONPHUH MOXKe 1a ce OOMHCAH U3C/IeABAHE HA FEHOTHINA 32 BAPHAHTH Ha
NUDTI5. Ilpx BcnukH ciyuau € HeoOXONUMO BHHMATETHO NPOCAeaABaHe Ha Opoft KPbBHH KNETKH.

4.3. IlpornBonokaszanus

MMYPAH e npoTHBonoKkasaH Npy NaUKMEHTH ¢ YCTAHOBEHA CBPBXYYBCTBHTETHOCT KbM a3aTHOMPHH
WJIH KbM HJKOE OT MOMOLIHHTE BEleCTBa, H30poeHH B Touka 6.1. YCTaHOBEHA CBPBXYYBCTBHTENHOCT
KbM 6-mepkanronypHH (6-MP) TpabBa aa Hacoun BHUMaHMETO Ha NMPEATTUCBALHA J€Kap KbM
BEPOATHOCTTA 3a CBPBXUYYBCTBHTEAHOCT KbM UMYPAH.

4.4. Chnennaann npefynpexkIeHHs H NpeaNa3HH MepKH Npn ynorpeda

MMyHH3aLIMA ¢ BAKCHHA, ChABPXKALLA KMBH MUKPOOPraHH3MH, MOJKE Ja Npein3BHKa UHPEKUMSA NPH
HMYHOKOMITPOMETHPaHH aHua. [lopaam Taszu npyuKHa ce npenopLYBa NaUHEHTHTE 1a He ce
UMYHU3HPAT ¢ BAKCHHH, CbIbPXKaLUH 3 KHBH MUKPOOPraHU3MH, I0KATO HE MHHAT Hail-Manko 3 Meceua
Cllieq Kpas Ha JIeUEHHETO MM C a3aTHONPHH (BXK. Touka 4.5).

He ce npenopbuBa €1HOBPEMEHHOTO NPUAMKEHUE Ha piOaBUPHH U a3aTHONPHH. PUGaBUpHH MOXe Na
HAMATH €(HKACHOCTTA H 12 32CHJIM TOKCHYHOCTTA Ha a3aTHONPHH (BX. Touka 4.5).

JlakTo3a

To3u nekapcrsed npoayKT CbAbPKA NakTo3a MOHOXHApaT. [launeHTH ¢ peaky HacneacTBeHH npoBneMy
Ha HEMOHOCHMOCT KbM FalaKTo3a, MbEH JaKTa3eH ACGHLUHMT WK rOKO030-TaNakTo3Ha ManadbcopOuums
He TpaOBa na npuemMar TOBA JIEKapCTRO.

MouuTOpHpane

Hpu ynotpebata Ha UMYPAH culuectyBar noteHunanHu puckose, JlekapcTBoTo Tpabsa 1a ce
NpeanucBa, Camo ako NO BPEME Ha JIEYEHHETO NALMEHTLT MOXe Na Oblie aA€KBATHO MOHHUTOPHUpPAH 34
TOKCHYHU edeKTh.

OcobeHo BaxHO € Aa ¢e ¢lIeqHd XeMaTOMOrHUHHAT OTroBOp H Aa CC HAMAJIHN noaAbPKaUlaTa 103a 10
MHWHHUMAJTHAT2 HEOOX0AHMA 33 KIIMHHUYHHUS OTrOBOp.

[lpeanara ce npe3 NbLPBHTE OCEM CEAMHULM Ha IEHEHHETO BEAHBK CEAMHUYHO 1a CE NpPaBH H3CNeABaHE HA
X€MaTONOrHYHUTE MOKa3aTe H (MbJIHA KPbBHA KAPTHHA), BIUIIOYUTENHO Ha TpoMOoLuTHTe. [TpH
NPHITOXKEHHE HA BUCOKH A03H HITH NpU TeXKKO OLOpedHO /MK YepHOAPOOHO YBpexXaaHe Te3H
MoKa3laTe/m TpadBa Na ce H3caeasar no-yecro. HecTorara Ha H3CEABaHHATA HA NbJIHATA KPbBHATA
KapTHHA MOXE [1a C€ HaManH NMo-HATATBK B X0Ja Ha JIEHEHHETO, HO Ce Mpesara 1b/IHa KpbBHA KapTHHA
Aa Ce MPpaBH BCEKH MECELl, HO HE NO-PAAKO OT BEAHBXK HA TPH MECELa.

[pu nbpBHTE NpU3HAaUK Ha criafaHe Ha OpoA Ha KPbBHHTE €1EMEHTH MO IPAHULIMTE HA HOPMATHUS
JHana3oH J1euyeHUeTO TpsaOBa Aa ce NpeycTaHOBH He3abaBHO, Thil KaTO € Bb3MOMKHO JIEBKOLMTHTE U
TPOMOOUNTUTE Aa NPOABLIKAT JIa CNAAAT W C/Ie/l CTIMPAHETO Ha JIGYEHHETO.

[Naunentute, npuemaiin UMYPAH, tpabea na 61aaT uHcTpyKTHpaHH He3abaBHO 13 yBEIOMSAT
NEKYBallKg JieKap NMPH pa3BUTHE Ha HH(PEKLIMU, HEOYAKBAHY KPBBOHACANAHHA, KbPBEHE WK APYrH
NPH3HALH 32 KOCTHOMO3bUHa cynpecHa. KocTHOMO3bYHATA Cynpechs € o0paTHMa, ako a3aTHOTNIPUH Ce
CMpe A0CTaTLUYHO PaHo.

A3aTHOMPHH € XENAaTOTOKCHYEH H B X0/ Ha JIEUEHHETO PeAOBHO TpAGBa Aa ce npoBepABaT

yHKIUHOHANHUTE TOKA3ATENH 3a YepHoapoOHaTa dyHkuma. [To-uecTo uscneaBaHe Moxe Oa ce
Npenopbya NpH NaUHEHTH C BeUe HATM4HO YepHOAPOOHO 3a0onaBaHe WM TaKKMBa, NOJTYYa
{TOTCHUMATTHO XETIATOTOKCHYHO JieueHHe. MMa cvollieHud 3a cnyyau Ha HELIMPOTHYHA 11
XMNEPTOHHA/TIOPTO-CHHYCOUAAHA CbaoBa GonecT. PAHHUTE KNMHWYHH NPH3HALM BKJI
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OTKJIOHEHUS B CTOHHOCTHTE Ha MEPHOAPOOHHTE €H3UMH, JIeKa XKbATERHLA, TPOMOOLIUTONEHHS H
crineHomeranus (Bx. Touka 4.8). IlauneHTsbT TpabBa ga 6bae HHPOPMHUPAH 3a CUMNTOMUTE Ha
yepHOApPOOHO yBpexKaaHe K 1a 6bae NOCHBETBAH 1A ce CBbpKe He3abaBHO ¢ neKapa CH, aKO TaKHBa ce
NOABAT.

[ToHskora BbB BPb3Ka C IEUECHHE ¢ a3aTHONPHH € choblLiaBaHa XxonecTasa no Bpeme Ha BpeMeHHOCT (BIK.
TO4Ka 4.6). AKO BB3HHKHE XOJI€CTa3a M0 BpeMe Ha OpeMeHHOCT, e HeoOX0iMMa HHAWBHIYA/IU3UPaHa
MpeLUEHKa BbB BCEKHU OTAE/EH CIy4al, KaTo ce B3eMe NpeaBH NPOoPHILT PUCK-N013a HA 1€KapCTBEHUA
NPOAYKT (€BEHTYAHO CRHpaHe Ha ynotpebaTta/HaMansBaHe Ha J03aTa).

TaonypuameTnaTpancepaza

IpH HAKOH NAUMEHTH HMA HACNIEACTBEH Je(HLMT Ha EH3UMAa THOYpUHMeTHITpaHCdepaza (TPMT).
Te3n nuua MOXe Aa UMAT NOBULLEHA HYYBCTBUTEIHOCT KbM MUENOCYIIPECUBHHIA (DEKT HA a3aTHOMNPHH H
CKJIOHHOCT KbM OBp30 pa3sBHTHE Ha MHENOCYNpecHs caea 3anouBaHe Ha tepanua ¢ UMYPAH. Tosa
ChCTOSIHHE C€ BJIOLIABA NIPH €AHOBPEMEHHO NMPHUITOKEHUE C IEKApPCTBA, KOUTO HHXHOMPAT TO3H EH3HM,
KaTo ONICana3uH, Me3anasHH unK cyagacanasdi. CblllecTBYBAT JaHHH, Y€ NMNPH NALMEHTH, NIPHEMALLH
6-MepKanTonypuH (aKTUBHUA MeTaloNUT Ha a3aTHONPHH) B KOMOKHALMA ¢ APYrH LUMTOTOKCHYHH
BEUIECTBA, € Bb3MOJKHA H BPB3Ka MEXAY NOHWXKeHaTa akTUBHOCT H2 TPMT u BTOpHYHHU JIEBKEMHH H
MHENOAKUCTLNA3HA (BXK. TouKa 4.8). Moxe na 6bae HanpaBeHo J1JabopaTOpHO HU3cneaBaHe 3a OTKPHUBAHE
Ha HacneacTeeH aAepuuuT Ha eH3uma TPMT. VcranoseHo e 00aue, ye ¢ ToBa H3CNEABaHE HEe MOTaT Ja
ObJaT OTKPUTH BCUYKH NALMEHTH, NPH KOWTO MMAa PUCK 3a pa3BUTHE Ha TEXKa TOKCHYHOCT. 3aTOBA €
HEOOXOAUMO PENOBHO H3CNEABAHE K NPOCAeASBaHE HA KPbBHATA KapTHHA.

Moxke na ce HanoXKH HaMalABaHe Ha JO3UPOBKATA Ha a3aTHONPHH, KOraTo TOBa JIEKAPCTBO Ce
KOMOWHHMpa ¢ APYTH 1EKApCTBA, KOUTO MPUUMHMHABAT MUEOCYTIPECHS KATO MbPBHUEH W/IH BTOPHUUEH
TOKCHYeH edekT (BxK. Touka 4.5).

Ilanunentn ¢ BapuanT wa NUDT15

[Tpu naunenTH ¢ HacaeacTeeH Mytupai reH NUDT 15 uMa noBHLIeH pHCK 3a TEXKKH MPOSABH HA
TOKCHYHOCT Ha a3aTHONPHH, KaTO paHHA IEBKONEHHUA W anofeLHs, MPH NeYeHne ¢ KOHBEHLIHOHATHH
1034 THONYPHH. [Ipy Te3n nauneHTH OOMKHOBEHO € HEOOXOAHMMO HaMaNsIBAHE HA 1103aTa, 0OCO0EHO aKo
ca ¢ xoMo3uroreH papyaHT Ha NUDT 15 (Bxk. Touka 4.2). [lo oTHOIleHue Ha yecToTaTta Ha NUDTIS
¢.415C>T uma erHHuecka BapyabunHocT — T4 € npudnusurentHo 10 % npu u3TouHoa3HaTLM, 4 % npy
naTuHoOamepHKaHuM, 0,2 % npu esponeituun 1 0 % npu adppukanuu. Ilpu BCHUKH cnyuan e HeoOXoanuMo
BHUMATE/HO ClieAeHe Ha OpoA KpBLBHU KNETKH.

CBpBLXYYBCTBHTEIHOCT

Ha nauneHTH, 3a KOMTO Ce MOJ03Kpa, Y€ NPEAU ca HMAIM peaKUHMA Ha CBPbXUYBCTBUTEIHOCT KbM
6-MepKanToIypHH, He Tpa0Ba 1a ce nMpenopbUBa a NPUEMAT HETOBHA NpeAIECTBEHHK A3aTUONPUH, U
oOpaTHO, OCBEH aKO C ANEeproJIOrHiyHH TECTOBE € OWJIO MOTBBPIEHO, Ye NALMUEHTLT HMa
CBPBbXYYBCTBHTETHOCT KbM NPUYHAHABALUOTO A JICKAPCTBO, & PE3YJ/ITATLT OT TECTa My 3a JIPYroTo
JIEKapCTBO € OTPHLIATEIIEH.

IHanueHTH ¢ 6L0pevRA H/HIH YepHOAPOOHH YBPEKIRHHS

Heobxoanmo e BHUMaHKe NpH npunarale Ha a3aTHONPUH NP NALIMEHTH ¢ 6LOPEUHO YBPEXKIaHE H/HITH
YepHoApOoOHO yBpexaaHe. Tpadsa na ce oOMUCIM HaMaNABaHEe Ha 103aTa NMPH Te3H NALMEHTH U TpaOBa
BHUMATEITHO Ja CE CEAHN XEMATOMOrHYHMAT OTroBop (BX. Touka 4.2).

Cunapom na Jlem-Huxan
Mma orpaHuyeHn naHHY 3a edexTa npu npunoxernue Ha UMYPAH npu nauunenry ¢ Hacneacrs
AePHUNT Ha eH3MMa XMNOKCAHTHHTYanuHpochopubosnnTpancepasa (cuuapom Ha Jlew-
YcTaHoBsiBa ce 1unca Ha €EKT NPH Te3u NAUMEHTH B PE3YNITAT OT HApyLeHHs MeTabo
MPH TE3W MaLMEHTH He C€ npenopbusa npuaoxenne Ha UMYPAH.
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MyTaressocr
YcTaHOBEHHW Ca XPOMO3OMHH aHOMAJIHH NPH NAUMEHTH OT MBXKKH H KEHCKH MO, JIEKYBaHH C
azatMonpuH. TpyaHo Moxe na ce onpeaeny pnuaHueTo Ha MMYPAH 3a pazsurue Ha T€31 aHOMATHM.

B noToMCTBOTO Ha NALIMEHTH HA JIEYEHUE C A3aTHONPHH €4 YCTAHOBEHH XpOMO30MHH aHOMAJTHHU B
J'IHMdJOHHTH, KaTO CJICR H3BECCTCH NEPHON OT BpEME TE3X HPOMEHH HC CC YCTAHOBABAT. Haxntoumtento
PAAKO CC YCTAaHOBABAT ABHH aHOMANMHH B NNIOTOMCTBOTO HA NALUHCHTH CJICA JICHCHHAC € a3aTHONPHH.

[Ipy naumeHTH, NOAJOKEHH Ha JICYEHHUE C a3aTHONPHUH 3a Pa3IuyHKU 3a00NsBRaHHA, € YCTAHOBEHO, Ue
a3aTHONPHH W ABJIFTOBBJHOBH YJITPABHOICTOBH JIbHY UMAT CUHEPTHYEH KNACTOTCHEH edekT.

DEepTHIHATET

CrneunpuuHHAT e(PEeKT HA NEUYSHHUETO C a3aTHONPUH BBPXY PEepTUIMTETA NPHU XOpa HE € U3BECTEH, HO
uMa cbollueHns 3a orutoxkaaHe/3abpemensBane cnen nedeHue. Hakonko npoyusanus cwollnasar, de
a3aTHONPHH B CTAHJAPTHH J03H HAMA edekT BbPXY MBXKHUA dhepTunuTter.

OfnekyaBaHeTo Ha XxpoHuuHa 6bOpedHa HeaocTaTbUHOCT Upe3 ObOpeyvHa TpaHCILIAHTALIMA C
npunoxenue Ha UMYPAH ce npuapyxkasa ot nopodpeHre Ha pepTHIMTETa NPH MBXE U XKEHU
PELMITHEHTH HaA TPaHCIUIaHTaLKA (BX. TOUKa 4.6).

Kanmeporennoct (8. Touka 4.8)

[TauneHTHTE, KOUTO MONYYABAT UMYHOCYNIPECHBHA TepanHA, BKJIFOYBAILA a3aTHOMNPHH, ¢a UTOKEHH Ha
MOBHLIEH PUCK OT pa3BUTHE HA JIUMonponHdpepaTHBHHU 3a00AIBAHKUA U APYTH 3NO0KAYECTBEHH
3abongaBaHuA, 0CODEHO KOXKHH KapUHHOMH (MEJIaHOMHH H HEMEJIAaHOMHH), CAPKOMH (CapKOM Ha
Kanolu v apyru) ¥ KapuuHOM in sify Ha lIKiikaTa Ha MaTkaTa. [[OBULIEHHAT PHCK H3rNEkKIA € CBbp3aH
ChC CTENEHTA U NPOAB/DKHTENHOCTTA Ha HMYHocynpecuaTa. Crobluasa ce, Ye NpeycTaHOBABAHETO Ha
HMYHOCYNPECHATA MOXKE Aa JOBEAE N0 YaCTUYHO 0OPAaTHO pa3BUTHE HA NTUMPONPONHPEPATHBHOTO
zabonasaHe.

CrnenoBaTenHo TepaneBTHUYHA CXEMA, KOATO BKJIKOYBA MHOMO HMYHOCYNPECOPH ( BKIIOUHTETHO
THOMYPHHH), TpAOBA Ja Ce Npiara BHUMATENHO, Thi KaTo ToBa OW MOIJIO Aa AoBele A0 NUMGo-
npoangepaTHBHYU 3a00NABaHUSA, HAKOH OT KOHMTO ¢ JeTaneH u3xoa. KoMbuHauysaTa oT HAKOJIKO
HMYHOCYTIpecopa, NMPHUIaraHi eAHOBPEMEHHO, MOBULUABA PUCKA OT TMMGonponudepaTHBHH
3abongBaHusA, cBbp3aHu ¢ Enwaiit-bap supyca (EBV).

[TonyueHu ca choOLLEHHUS 3a XeNAaTOCIIEHANEH T-KJIeTbYeH TUMQOM B MONMYNaUMSTA HA MALMEHTHTE C
BBL3NAJIHTETHO 3a00/14BaHE HA YEPBATA NPH U3NOA3BaHE HA 43aTHONPUH B KOMOWHaLUA ¢ aHTH-TNF
JIEKapCTBA.

[TauneHTHTE, MPH KOUTO CE MPUJIAraT HAKOAKO HMYHOCYNIPECOPpA, MOXKE J1a ¢a H3JIOXKEHU Ha PUCK OT
CBPBXHUMYHOCYTIpECHS, 3aTOBa TAKOBA JICYeHHe TpAOBa Aa ce npoBexaa ¢ Hal-HHUckaTa epeKTHBHA
ao3uposka. Kakro 0OHKHOBEHO, NPU NALIMEHTHUTE C MOBULIEH PHCK OT Pa3BUTHE Ha PaK Ha KoXKaTa
H3/1araHeTo Ha CIIbHYEBA H YATPABHONETOBA CRETJIHHA TPAOBA Ja ce OrpaHu4aBa H nalyeHTHTe Tpadsa
12 HOCAT 3alUTHO 0DJIEKN0 M Na U3MOI3BAT CAbHLUE3AUUWTHH POAYKTH C BUCOK 3alIHTEH dakTop (BX. H
Touka 4.8).

CHHApPOM Ha aKTHBHpaHe HA MaKpoparare
CHUHApPOMBT Ha aKTMBHpaHe Ha Makpodarure (macrophage activation syndrome — MAS) € K3BeCTHO
)KHBOTO3ACTpaLIaBaLlO YCAOXKHEHUE, KOETO MOXE J1a CE pa3BHE NPH MaLMEHTH ¢ ABTOUMYHHH

3abonsasanns, ocobeHo Npu TakUBa ¢ BL3INATIMTENTHO 3a00nsBaHe Ha uepBata (B3Y), v e Bb3
ynorpeda Ha a3aTHONPHH A3 HMa NOBHIUEHA NPEAPA3NONOKEHOCT KbM PA3BUTHETO MY.
WK aKo ce rmogo3upa MAS, TpabBa na ce HanmpaBH OLIEHKA M JIa C€ 3aMOuHE IeYEHHE
BBL3MOXKHO NO-PaHO, a JIEYEHHETO ¢ a3aTUOTIPHH A2 ce npekpaTu. Jlekapute Tpabea
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CUMITTOMH Ha WHdekumns ot natoreny kato EBV u uutomeranoeupyc (CMV), T kaTo ce 3Hae, ye T¢
oTiJiouBaT MAS.

Hapymenna Ha MeTaf0oH3Ma H XpaHEeHETO

[punaranero Ha nypyuHOBHTE aHANO3H a3aTHONPHH U MEPKATITOIYPHH MOXKE 11a 3aCErHEe HHAaUMHOBHUSA
MeTabOJIMTEH MBbT K B PE3yNTaT Ha TOBa Jia JOBEAE A0 ACPULMT Ha HHALIMH (HMKOTHHOBA KUCENHHA) —
nenarpa. CrobLIeHH ca HAKONKO chny4as npu ynorpedarta Ha a3aTHONPHH, OCOOEHO MPY NALHEHTH C
Bb3NanuTenHu 3abonapaHus Ha yepsarta (6onect Ha KpoH, ynueposeH koiuT). [1pn mauneHr ¢

NAOKaNU3upaH NHrMeHTHpaH oOpuB (1epMaTUT), raCTPOEHTEPUT (AUapHA ), HITH HEBPOJIOTHYHH
HapylleHus, BKIIOYKUTENHO OTC/1abBaHE HA KOrHHTUBHHUTE CMOCOOHOCTH (AemMeHUms ), TpsbBa 1a ce
MUCIIH 3a Bb3MOXKHa AUarnosa nenarpa. Tpadbsa Ja ce 3anovHaT NoAXOAALN MEAHLIMHCKHU MPHXH €
nobaBsHe Ha HHALMH/HHKOTHHAMMUA U 1a ce OOMHUCIK HaMa/igBaHe Ha N03aTa WIH CNUpaHe Ha
ynorpebara Ha a3aTHONPHH.

Hudexuns ¢ sapunena zocrep Bapyc (Varicella Zoster Virus — VZV; Bx. ¥ Touka 4.8)

[Ipy nauneHTH, NEKyBaHH C UMYHOCYTIPECOPH, HH(PEKLIMHTE, IPUHHHEHHN OT BapHLIENa 30CTEP BUPYC
(BapMLIEAa M XePrec 30CTEP), MOXKE f1a NpoTeKkaT Texko. OcodeHO BHHMaHUE € HE0OX0AUMO No
OTHOLUEHME Ha CJEAHOTO:

[lpeau 3anouBaHe MPHWIOKEHHETO HA UMYHOCYTIPECOPH JIEKYBALLMAT JIeKap TpabBa Ja npoBepH aanu
NaLUEHTBLT HMA aHaMHe3a 3a HHQekuuun ¢ VZV. 3a Tas3u uen none3Ho 61 6Uno WiBbLpLIBAHETO HA
CEPOJIONHYHO U3CNEABAHE MO OTHOLUIEHWE HAa BapHLIENa 30CTEP BUPYC, C KOETO MOXKE 1A C& YCTAHOBU
Aany NMauHeHTHbT € HMan KOHTAKT ¢ VZV B MuHanoto. IlauueHTure 6e3 MuHana aHaMHe3a 3a u3jaraHe
Ha VZV 1pabsa na u30Arear KOHTAKT ¢ JIMLIA C BapHLETA UK Xepriec 30cTep. AKO NAUHEHTBT ObAe
H3NoXeH Ha VZV, TpabBa Ja ce B3eMaT nNpeaAnasHu MepkH 3a NpeJ0TBpaTABAHE HA PA3BMTHETO Ha
BAPHLIC/IA WIH XEPNEC 30CTEP H MOXKE Ja ce OOMHCIM NacUBHA UMYHHU3ALIMA CbC crieludUHUueH
UMYHOFI00YJIMH CpeLlly BapHLena 30CTep BUPYC.

B cayvaii 4e mauneHTsT € UHGEeKTHpaH ¢ VZV, TpabBa aa 6baaT npeaAnpHeTH CbOTBETHH MEPKH, KOMTO
MOK€ [1a BKJIFOYBAT MPOTHBOBUPYCHA TEPanus H NOAXbPXKALLO JIEYEHHE.

[Iporpecapama MHOrOOrHEMHA JieBKoeHueparonaTaa (ITMJI)
Mma ceobuwenns 3a [IMJI (onopTioHHCTHUHA UHGEKLUA, MpUUUHEeHa oT Bupyc JC) npH nauMeHTH,
NMpHEMALIH a3aTHONPHH 3a€RHO C APYrH HMYHOCYTIPECHBHH CPEACTBA.

HMmyHocnypecuBHaTta Tepanus TpaOBa aa Obae cnpaHa npyu NbPBUTE NMPU3HALIM WK CUMITTOMM,
noackassawu 3a [IMJ], v Tpabea na ce npeanpueMaT NOAXOAALUHA H3CHAEABAHHUA 33 YCTaHOBABaHe Ha
avar”osara (Bx. Touka 4.8).

XenatHT B (s3rc. mouxa 4.8)

Hocutenn Ha xenatut B (nauueHTH, KOMTO B NPOABLIKEHHE HA NMOBEUE OT 6 Mecelia ¢a ¢ MOJIOKHTENHH
pE3YNTaTH OT M3CAEIBAHHA 32 NMOBLPXHOCTEH aHTUreH Ha xenaTuT B [HBsAg]) win nauunenTu c
AoKyMeHTHpaHa npeauwHa HBV nHdekuus, npuemMaly “MyHOCYTNIPECHBHH CPEACTBA, Ca H3NIOXKEHH Ha
PHCK OT NMOBTOPHO aKTHBHUpPAaHE Ha peruinkauusita Ha HBV ¢ acuMnToMaTHYHN NOBUILICHHS Ha
cepymHuTe HuBa Ha HBV JJHK 1 AnAT. Moxe aa ce npuioxkat MECTHUTE YKa3aHUs, BKJIIOYHTETHO
NPOPUNAKTHHHO JICUCHHE C NEpOpaIHH JiekapcTaa cpelyy HBV.

HAaxnGuTOopH HA KCARTHHOKCRAA3ATA
AKO €ZHOBPEMEHHO C a3aTHOMNPHH CE NPHIIAraT A0MyPHHOIN, OKCHITY PHHOJ WHIIH THOIMYPHHO,
RO3MPOBKATA HA a3aTHONPUH TpAOBa Aa ce HaManH A0 YeTBBPT OT MbPBOHAYANHATA A03a (BX. TO4Ka 4.2

u 4.5). -~

HeBpomycky./iuH O/i0KepR
Heobxoaumo e ocobeHo BHHMaHHWeE, KOraTo a3aTHONMPHH CE MpUJara eqHOBPEMEHH
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BrOKEPH KaTo aTPaKypHYM, POKYPOHHIA, UHMCATPAKYPHUYM MITA CYKCAMETOHHH (M3BECTEH CHLUIO KaTO
CYKLUHHHIXONMHH) (BX. Touka 4.5). [Ipenn xupypruuecka HaMeca aHecTe3HON03UTE TPAOBa a NpoBepAT
Jany Ha MaLUMeHTHTE MM C€ NpUara a3aTHOTPHH.

4.5. B3anmMoje#icTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrd GOpMHE HA B3aHMOACHCTBHE

Bakcnrn

MMyHOCYNpecHBHOTO JeMCTBYE Ha a3aTUONPHH MOXKE [a I0Be/ie 10 HETUMHYEH U NOTEHUUHAIHO BPEAEH
OTrOBOP KbM XHBH BAKCHHH. 3aTOBa CE€ NPENOpbYBA NALUEHTHTE 1A HE CE€ HMYHH3UPAT C XKUBH
BAKCHHH, NMPEIHN Aa ca MHHANH HaH-MalKo 3 Mecela ciiel Kpas Ha NEYEHHETO UM C a3aTHONMPHH (BiK.
TOYKa 4.4).

[pu npunoxxeHue Ha yOUTH BaKCHHH € BEPOATEH N0-cNab MMYHEH OTTOBOP U TaKbB AEHCTBUTEHO €
YCTAHOBEH KbM BAKCHHA Cpellly XenaTHT B npH NauMeHTH, KOWTO ¢a Ha KOMOUHHPAHO NIEYEHHE C
a3aTHOTNPHUH H KOPTHKOCTEPOHAH.

[IpoBeneHO MaNkO KTMHUYHO MPOYYBAHE MOKA3Ba, Y€ NPH NPHEM Ha CTAHAAPTHH TEPaneBTUYHH JO3H
a3aTHONPHH HMYHHUAT OTTOBOP KbM NOJIMBAJICHTHA MHEBMOKOKOBA BAKCHHA, OLIEHEH Bb3 OCHOBA HA
CpeAnaTa CTOHHOCT Ha KOHUEHTPALMATA Ha cneurdpUYHH aHTHKANCY/IHH AaHTUTENA, HE CE TOBJTHARA
HeONnaronpuaTHO.

E¢}exkTH HA €AHOBPEMEHHO NPHJIArAaHK JEeKAPCTBA BLPXY A3aTHONPHH

- Pubasupun

PubasnpuH HHxHOHpa eH3MMa HHO3UHMOROPOchaTaexHaporeHasa (inosine monophosphate
dehydrogenase —- IMPDH), koeTo Boau 10 noxrxeHo obpa3yBaHe Ha aKTHBHHTE 6-THOI'YaHHHOBH
HyKJieOoTUAY. UMa cboblieHUs 3a TeXKa MUENOCYNPECHA Cllell €1HOBPEMEHHO TIPHIIOKEHHE HA
a3aTHONpPUH U PUOABUPHH U MO Ta3K NpPUYKHHA €AHOBpEMEHHA ynoTpeba Ha a3aTHonpUH H puOABUPHH He
ce npenopbyBa (Bx. Touka 4.4 u Touka 5.2).

- LlurocTaTMLn/MHENOCYNPECHBHHW CPEACTRA (BX. ToukKa 4.4)

Koraro e Bb3MOXkHO, Tpsa0Ba Aa ce U36ArBa €JHOBPEMEHHO NPUIOKEHUE C LIUTOCTATHLIM HIIH JIEKAPCTBa,
KOHTO MOXE J1a MOTUCHAT GQYHKLMATA HAa KOCTHUR MO3bK, Hanp. NeHHUWIHHaMHH. HMa npoTuBopeyHBH
KIIHHHYHU CHODLUEHHA 3a IEKAPCTBEHH B3aUMOACHCTBHA MEKY a3aTHONPHH W TPHUMETOINpPHUM/cyda-
METOKCA30M1, KOUTO BOAAT A0 TEXKKH XEMaTOJOTHYHH OTKJIOHEHHA.

Mma cvobiuenus 2a cryuau, npeanonaraiim, 4e MOXe Aa Bb3HHUKHAT XeEMATOMOTHYHH OTKAOHEHHA B
pe3yJTaT OT €AHOBPEMEHHO NPWIOXKEHHE Ha asaTHONPHH H ACE-unxuburopu.

l'lpe,unonara Cc€, HC UMMCTHANWH H HHAOMCTALUWH MOXKE Ja HMAaT MHENOCYIIPECHBHH ECIJCKTPI, KOHTO MOTrart
Add C€ 3aCHIAT NPH €AHOBPEMEHHO NPHJTOXKXCHAE HA a3aTHOTNPHH.

- AROnypHHOI/OKCHITYPHHOJI/THONYPHHON W APYTH HHXHOHTOPH Ha KCAHTHHOKCUA3aTa

AKTHBHOCTTa Ha KCAHTHHOKCHA3aTa ¢¢ HHXHOHPa OT aNoImypHHO, OKCHITYPHHOJ K THOMYPHHOI, KOETO
BOJH N0 3aDaBeHO NpeBpblIaHE HA OHOAOrHYHO aKTHBHATA 6-THOMHO3IWHOBA KHCETRHA B BHONOrHYHO
HEaKTHBHA 6-THOMUKOYHA KHcennHa. [Ipy eAHOBpeMEHHO NMPUNOKEHUE Ha alIONTYPUHOJI, OKCHITYPHHO
H/WUITH THOTTYPHHOA ¢ 6-MEPKanTOMyPKHH WK a3aTHOMPHH [103aTa Ha 6-MEPKANTOIMYPHHA M a3aTHONPHHA
TpsAOBA Na ce HamanK 1o 25 % ot obuvalinata fo3a (Bxk. Touka 4.2).

Bb3 0CHOB2 Ha HEKTMHWYHH JAHHH APYTd HHXHOUTOPH Ha KCAHTHHOKCH/IA3aTa, KaT
MOTraT /12 YABLJDKAT DEHCTBHETO HA a3aTHONPUH, KoeTo Ou MOrno aa goBeae N0 3ac
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NMOTUCKAHETO HA KOCTHHUA MO3BbK. CBIBTCTRALLIO MPHIOKEHHE HC CC NPCNOPBbYBA, ThH KaTO JUMNCBAT
AOCTATHYHO JaHHHU, 3a Ad CC ONPECACIIN AACKBATHO HAMAJICHHUE HA J034aTa a3aTHOIPHH.

- l'lpou:;ao,unu H4a aMHHOCAJIHIIMJIOBATA KHCC/THHA

UMa in vitro v in vivo 1aHHH, Y€ NPOM3BOAHH Ha AMHHOCATMLIM/IOBATA KUCEHHA (HAaNp. ONCala3HH,
MEe3aNa3uH UK cyndacanasuH) nHxnoupar ensuma TPMT. [lo Ta3n npuunHa Moxe aa ce 0OMUCAH
H3MOJI3BaHE Ha NO-HUCKH R03H a3aTHOIPHH IPHU €IHOBPEMEHHA ynoTpeba ¢ NpoM3BOAHN Ha
AMVHOCAMHIIWI0OBATA KUCENTHHA (BXK. Touka 4.4).

- MeTtoTtpekcart

MeToTpekcat 20 mg/m?, npunoxeH nepopaito, nosrinasa AUC Ha 6-mMepkanTomypHH ¢ okono 31%, a
METOTPEKCAT, NPHUIOKEH UHTpaBeHO3HO (2 g/m? uam 5 g/m?), noriwasa AUC Ha 6-MepKanTonypuH
CHOTBETHO ¢ 69% u 93%. 1o Tasu npuymrHa, KOraTo a3aTHONPHH CE NPUIAra eJHOBPEMEHHO ¢ BHCOKH
R03M METOTPEKCAT, f03aTa TpAOBa Aa ce KOPHrypa, 3a Aa ce NMoAabpKa noaxoasaiy Opoi Ha Genure
KPbBHH KIIETKH.

- Hudnuxcumad

HabnonaBsano e B3auMoaeiicTBHe Mexay a3aTHONPUH U HHPIHKCUMAO, [TauueHTH, YyheTo eyeHue ¢
a3aTHOMPHH NPOAL/KABA, C& MMAJIH NPEXOJHH NOBHILEHUS Ha HUBaTa Ha 6-TGN (6-THOryaHWHOB
HYKJIEOTH]I, aKTHBEH META00JIMT Ha a3aTHONPHH) K NOHKEHUE Ha CpeaHUs Opoii IEBKOLMTH B
HAYAJTHUTE ceAMULIM cieal HHGY3MATa Ha MHPAMKCHUMA0, KOUTO cnel 3 Mecela ce BPbILAT KbM
NpeAXOAHHTE HHBA.

- HeepoMyckynnuu 6nokepu

Hanuue ca KTHHHUHYK O0KA3aTENCTRA, Y€ a3aTHONPHUH AHTarOHU3UPa AEHCTBHETO HA HEAEMONAPHIHpa-
LUMTE MHOPENAKCaHTH. ExcnepuMenTanHuTe 1aHHH NOTBLPKAABAT, € a3aTHONPHH PEeBEPCHpa HEBPO-
MYCKynHaTa H10kaaa, NpeJM3BHKAHA OT HEAENONAPU3UPALIX CPEACTRA, H NOKA3BAT, Y€ a3aTUONPHH

NOTEeHUHPa HEBPOMYCKYJIHaTa OnoKaaa, npean3BUKaHa OT AeNoAApU3Npalliy cpeacTBa (BXK. Touka 4.4).

EdexT HA a3aTHONPHE BHLPXY APYrH JIEKAPCTBA

- AHTHKOAryJ1aHTH

HMma c1o0OuleHH 33 NOTHCKaHE Ha AaHTHUKOAryNIaHTHHA e(ekT Ha BapdapuH M aleHOKYMapoA MnpH
€AHOBpEeMEHHa yroTpeba ¢ a3aTHONPUH; M0 Ta3H NPUUHHA MOXE 4 ¢4 HEOOXOAHMHU MO-BUCOKH JO3M
aHTHKoarysiaHTH. [IpenopbuBa ce aa ce cneaaT KoaryJlalMOHHUTE NOKa3aTe/il NpH eIHOBPEMEHHA
ynorpeda Ha AaHTHUKOArylaHTH H a3aTHOTIPHH.

4.6. DepTHIHTET, OPEeMEHBOCT H KhPMEHe
bpeMeHHOoCT

YCTaHOBEHO € 3HA4YMTETHO TPAHCILUIALEHTAPHO Y TPAHCAMHHOTHYHO npeaaBaHe Ha a3aTHOMNPHH H
Herosyute MeTabouTH OT MakikaTa Ha IJioaa.

MUMYPAH ne Tpabsa aa ce npunara npH xxeHH, KOUTO ca OpeMeHHH WITH HMa BEPOATHOCT fa
3abpemeneaT B 61H3K0 Obaelne, 663 BHUMaTeNHa NPEUSHKA Ha NOTEHUHATHHTE PUCKOBE C
NMOTEHUHATHUTE TNOJI3H.

JlanHuTe 3a TepatoreHHus edekt Ha UMYPAH npu xopa ca HeeqHo3HavyHK. Ka
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APYTU UMTOCTATHLH, C€ NPENopbYBa Aa ¢ NpwiaraT NoAXOASIH KOHTPALENTUBHH MEPKH, aKO HAKOH
OT napTHbopUTe NpHeMa UMYPAH.

Mma cbobiueHHs 3a peTapaauns Ha BETPEeYTPOOHHUS pacTex, NPexIeBPEMEHHO PaXKIaHe H MaKo
TENAECHO TErJIo MPH paXKaaHe Cliel eKCMO3ULIHA Ha MaiikaTa Ha a3aTHOMNPHH, 0c00eHO B KOMOHHaUKS ¢
KOpTUKOCTEpOoUAH. MMa cbhoOLiieHns 1 3a cnoHTaHeH abopT cnea eKCNO3HUKA Ha MaikikaTta uau Oaluara.

JleskonmeHHUs W/IH TPOMOOLMTONEHUA ca CbOOLIAaBaHH MPH YACT OT HOBOPOACHHUTE, HUHTO MalkH ca
MpUEeMaly a3aTHONPHH NO BpeMme Ha 6pemeHHocTTa. Ilpenopbusa ¢e no-BHUMATETHO MOHUTOPHpaHE Ha
XE€MaTOJOrHYHHUTE NOKa3aTesy Mo BpeMe Ha OpeMeHHOCTTa.

Ilonskora BuB BPb3Ka C JICUEHHE C A3aTHOIIPHH € crobmaBsana xonecrasa no BpCME HA ﬁpeMEHHOCT.
PaHHOTO AHArHOCTHLHPAHE H NMPCKPATABAHE HA [TPHEMA HA 43aTHOIPHH MOXKE na CBEAC 10 MHHHUMYM
Bb3OEHCTBHETO BbpXY 1U1044a. B'bI'IpEKH TOBA4, aKO CC NOTBBPAH XOQJICCTAa3a MO BpCME Ha 6PCMCHHOCT, =

HEOﬁXUﬂHMa BHUMATCI/THA [IPCLUICHKA Ha 1oNn3ara 3a MaMKaTa M BL3AEUCTBHETO BbpPXY fioja (B}K. TOYKa
4.4).

KspmMmene
6-MepKarnTonypHH € YCTAHOBEH B KOJIACTPaTa M KbPMAaTa Ha XEHH, KOUTO Ca Ha NIEYeHHe C A3aTHONPHH.
[IpenopbunTENHO € MalKH, KOMTO NPHUEMAaT a3aTHOMPHH, Aa HE KbPMSIT.

DepTHIHTET

CneunPUyHHAT ePEKT Ha NEYEHHUETO C a3aTHONPHH BHPXY (PEPTHIMTETA fPH XOPa HE € HIBECTEH, HO
MMa CHOOLIEHHA 3a oruIoKAaHe/3abpemeHaBane cnea aedeHue. Hakonko npoyusanus cnobuiasar, ye
a3aTHONPHH B CTAHAAPTHM 103U HAMA ePeKT BbPXY MbKKHA depTHnuTeT (BXK. TOuka 4.4).

4.7. EdexTH BbpXy cnocobnoctTa 32 modupane 1 pabora ¢ MAITHHH

Hama naHHu 3a edekTa Ha a3aTHONPHUH BBPXY cniocoOHOCTTa 3a Wodupane WK paboTta ¢ MatiMHK. OT
¢apMakosOrHHHHUTE CBOHCTBA HA NPOAYKTAa HE MOXeE [1a Ce NMpeAcKaxke BpeaeH edeKT Ha eKapCTBOTO
BbPXY T€3H JEHHOCTH.

4.8. Hexenans NekapcTBeHH PEAKIHH

PesroMme Ha npoduna Ha Be30nacHOCT

3a To3u MPOAYKT HC € HAIULEC ChbBPEMEHHA KITHHWYHE JOKYMECHTAUKMA B AOAKPENa Ha OnNpeacngaHe
HECTOTATad Ha HCXKECITAHHUTC PCAKLIUH. YecToTaTa Ha HEXKEAHHTE p€aKkLi1 MOXE Na BapHpa B 2aBHCHUMOCT

OT NOKa3aHHUATA, 38 KOUTO C€ TIpHnara JCKapCTBEHHAT NPOAYKT.

Hexxenanure peakuuu ¢a knacupULHpaHHu No 4eCTOTa MO C/eJHUA HAUHH:

MHOro yectu (> 1/10)

yecTh (> 1/100 1 <1/10)

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

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

M MHOTO peaxu (<1/10 000)

C HEM3BECTHA YecTOTa (OT HATHYHMTE JaHHH He MoXke Aa Oblie HanpaBeHa OLEHKa)

TabnuueH cnuchk Ha HEXENAHWTE IEKAPCTBEHH PEakliny

Cucremo-opranet xinac | Yectora Hexenadn peaknun

HUndexkunn u nudecraunn | Muoro uectu BUPYCHH, 'bOMYHH U GaKTEPHANHH UH
TPaHCMNAHTHPAHU NAUKEHTH, NpHE
B KOMOMHALMA C IPYTH HMYHOCY NRTL
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HeuectH

BUPYCHH, MOUYHH M OaKTepUanHH HHOEKUWHK NpU
APYTHTE TPYNH NaLHEHTH

Mmuoro peaku

HMMa CbOOLUEHHA 32 CJIy4an Ha nporpecupallia
MHOroOrHUILHA neskoeHuedanonatus (1TMJ1),
npu4uKMHeHa ot Bupyc JC, cnea ynorpeba Ha
a3aTHONPHH B KOMOMHALMA C PYrH HMYHOCYNIpPECOpH
{BXK. TOYKa 4.4)

Heonnazmu —
100pOKaYeCTBEHH,
3JI0OKA4YECTBEHH H
HeonpeaeneHHt (BKI.
KHCTH W NMOJHIH)

Peaku

HEOMNA3MH, BKJIIOYUTENHO TUMonponudepaTuBHy
3200JI9BaHMA, KAPLIMHOMHK Ha KOXKaTa (MEJTAHOMHH U
HeMeNaHOMHHK), capkoMu (THn Kanowy 1 apyru) u
KapUMHOM Ha LIMAKaTa Ha MATKATa in situ, ocTpa
MHEIONIHA JIEBKEMUA U MHENOAWCTIIa3HA (BXK. TOYKA
4.4)

Muoro penxm

xenarocieHaneH T-kneTbueH TuMbom

Hapyuienus Ha kpbBTa M
nuMgpHaTa CUCTEMA

MHoOro uecTtu

JICBKOTICHHUA, MOTHCKAHE HA KOCTHHUA MO3IBK

UecTn TPOMOOLHUTONEHHN
HedecTn aHeMus
Penku arpaHyI0LMTO3a, NAHUUTONEHHUA, aIUIAaCTHYHA aHEMUA,
MeranobnacTHa aHEMHA, EPUTPOHAHA XHUMOMNIa3ns
HapyuweHus Ha umyHHata | Hevecrn CBPBXYYBCTBHTETHOCT
CHCTEMA MHoro peaku CBRHAPOM Ha CTHBRBHC-/[PKOHCBH H TOKCHYHA

CIMUACpMaIHA HEKPOJIK3a

Hapyiienus na

C Heu3BeCcTHaA

nenarpa (8. Touka 4.4)

MeTabonusma u YyecToTa
XpaHeHeTo
PecniupaTropHu, rppaHU U | MHOro penku obpaTUM NMHEBMOHUT
MEHAaCTHHANTHU
HapyLIEeHHs
CromallHO-4peBHH YectH raaeHe
HapyLEHUHA Heuectn NaHKpearuT
MHoro peaku KOJIUT, AUBEPTHKYHUT W Nepdopauus Ha YEPBATA MPH
NAaLKUEHTH C TPAHCILNAHTALMSA, TEXKKA JHApHA NpU
MaLUeHTH C BL3NATUTENHO 3a00NABaHe HA YepBaTa
XenarobunnapHu Heuectn X0necTasa W Xxonecrasa no BpeMe Ha OpeMeHHOCT
HapYLLUEHHA
Peaku ’KHBOTO3acTpallaBailo YepHOIPOOHO YBpeKaaHe

C Heu3sBecTHaA
yecToTa

HELIMPOTHYHA NMOPTANHA XUIIEPTOHUA, NOPTO-
CHHYCOHJIANTHA CbJOBa OonecT

Hapymenuﬂ Ha KO>KaTa H
MNOJAKOXHATA TbKAaH

Penkw

aJloncuuns

C HeuspecTHa
YecToTa

ocTpa pebpHnHa HeyTpodHITHA Ag
Ha Sweet), peakuus Ha GOTOUYBg
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Hicnearanus C HeusBecTHa OTKAOHEHHUA OT HOPMATA, YCTAHOBEHU NTPH M3CJIEIBAHE
4yecToTa Ha QyHKUMSATA HA YepHUA Apob

Onucanye Ha W30paHd HEXENAHK NEKAPCTBEHH peaKLiuH

Hndexnun 1 undecranna

[NauneHture, npuemMaiin UMYPAH kaTo MOHOTEpanus Wi B KOMOUHALMYA ¢ APYTH UMYHOCYTIPECOPH,
NO-CNEUMANHO KOPTHKOCTEPOUIU, Ca NOKA3aIH NOBULLEHA MOAATIMBOCT HA BUPYCHHU, MbOUUYHM U
OakTepHAIHK UHPEKLMH, BKIOUUTENHO TEXKH WK aTHNHYHH GopMH Ha uHekuua ¢ VZV (Bapuuena,
Xeprnec 30cTep) U ¢ APYTrd NPUUMHUTENH HA HHDEKLMH (BXK, TOUKA 4.4).

Heonna3zmu — 100poKavYecTBEHA, 3VIOKAYECTBEHH H HEONpeaesieHH (BK/1. KHCTH B NOJIHRH)
[TauueHTHTE, KOUTO NONYHABAT UMYHOCYIMPECUBHA TEPanus, BKIKOUBAlLA a3aTHONIPHH, Ca U3JIOXKEHHU Ha
MOBHLUEH PUCK OT pa3BUTHE HA NUMPONpoandepaTHBHH 3a00NABaHHA H APYTH 3/I0KAYECTBEHH
3abongaBaHus, 0CODEHO KOXKHH KapLUMHOMH (MEJIAHOMHHY W HEMEMAHOMHH), CAapKOMM {CapKOM Ha
Kanotuu v apyru) v KapLUMHOM in sifu Ha WKiiKaTa Ha MaTKaTta. [ToBHLLIEHHAT PHCK U3IJIEXKA € CBbp3aH
CbhC CTENEHTA U MPOABKUTENHOCTTA HAa UMyHOCYnpecus. Cvobliaga ce, ye npeycTaHOBABAHETO Ha
UMYHOCYIpecHATa MOXKe 1a IOBEAE A0 YACTHUHO ODpaTHO pa3BHTHE Ha MM onpoarudepaTHBHOTO
3abonsapaHe.

Mma penku cboOlUeHHA 32 0OCTpa MUEIOMAHA JIEBKEMUSA U MHUEJIOAMCIUIA3uUsA (B HAKOW Cy4Yad CBbp3aHH
C XPOMO3OMHH aHOMATIHH).

Hapymenns Ha KPBLBTA H JIHM(HATA CHCTEMA

TepanepTuyHata ynotpeba Ha UMYPAH moxe na 6bae cebp3aHa ¢b¢ 3aBHCHMA OT 403aTa, B 0011Us
ciyyait obpaTuMa, MHENOCYIIPECHS, Hal-4eCTO NMPOABABALLE Ce KaTO NEBKONEHHSA, HO B HAKOH Clyyau
KaTO aHEMHA H TPOMOOLMTONEHUA U PAAKO KaTo arpaHyJIOLMTO3a, NaHLMTONEHUA U aNJIACTHYHa
aHemus. Teau peakuH ce NMPOABABAT MO-CNELMATTHO MPU NALUEHTH, NPEapa3noNiokKeHH KbM MHENO-
TOKCHYHOCT KaTo Te3d ¢ AepuuuT Ha TPMT u 61v6peuHa unu yepHoapoOHa HENOCTATBYHOCT, KAKTO U
NMpH NaLMEeHTH, Ha KoUTO Jo3ata UMYPAH He € HamaneHa npu enHoBpeMeHeHHa ynoTpeda ¢
anonypHHOI.

HiMa ciyyan Ha oOpaTHMO, 3aBUCHMMO OT [03aTa NOBHIIABAHE Ha CpeAHHs 00eM U Ha CPeHOTO
X€MOTrI00MHOBO CHABPIKAHHE HA EPUTPOLMTUTE B pe3y.TaT oT Tepanuata ¢ UMYPAH. YcraHoseHH ca
H MEranodJacTHU NMPOMEHH B KOCTHHA MO3bK, HO CITy4auTe Ha TexkKa MeranobiacTHa aHeMus
EPUTPOHIHA XMINOMNA3HUA Ca PEIKH.

Hapymwenus HA HMYHHATA CHCTEMA

[ToHskora ca onucBaHK palIHUHH KIMHHYHY CHHAPOMH C XapaKTep Ha HAKOCHMHKPATHYHH NMPOSBH Ha
CBPBXUYBCTBHUTENHOCT cnel npunoxenne Ha UMYPAH. CumnroMute Bkntousar ob6wmo
HEPA3MOJIoKEHHE, 3aMasHOCT, rajicHe, NOBpbLIAHE, AHApHA, QeOpUNUTET, TPBITKK, €K3aHTEM, OOpPHBH,
€PHTEMA HOAO3YM, BACKYJIHT, MHANTHA, apTPAIrHa, XUITOTOHKS, YBpeaeHa 6bOpeuHa GyHKuLuS,
yBpeaeHa yepHoapoOHa QyHKUMA M xonecTaza (BxK. “XenatoOuinapHn HapylueHHs ).

B MHOFO C/lyuyad NOBTOPHO Pa3sBUTHE HA CHAMIITOMUTE NMpPUH NOCJEABALL MIPHEM € MIOTBbPAWIO BPBH3KATAa C
npuema Ha UMYPAH.

B moBeuero cnyvau cnen HezabaBHO ciMpaHe Ha NPUEMa Ha a3aTHOTPHH H NPH HEOOXOAUMOCT
MHTPaBEHO3HO NPHIOKEHUE Ha Pa3TBOPH 3a MOAABbPHKAHE HA KPbBOOOPALIEHHETO cE€ YCTAHOBABA

noaoOpsiBaHe HA CbCTOSHHUETO.

Hannuwnero Ha apyru 3abonsBaHus € JONPUHECTIO 32 MHOTO PeAKHTE CIy4ay Ha JAeTaneH

[Ipy nposiseHa cepbxyyBcTBHTENHOCT KbM UMYPAH 3a Bcekn uHauBuayaneH ciy
NpeUeHH HeoDXOANMOCTTa OT NPOALIKABAHE HAa TEPANIHATA C MPOAYKTA.
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CToMamHo-4YpeBHR HApPYILIeHHS

Hakou nauueHTH UMAT raaeHe npu Nbpeys NPUEM Ha a3aTHONPKH. [IpU NepopaniHO NPUIOKEHHE
rajeHeTo W3rexa ce OBNnansea ¢ p3eMaHe Ha Tabnetkure cnex xpaneue. [ IpunoxeHueTo Ha
TabNeTKUTE a3aTUOTIPHH clel XpaHeHe obave Moxke 1a HaMalH abcopbuuara, 3aToBa NMPU TO3M HAYHH
Ha npunaraHe TpadBa aa ce tMa npeaBHA HEOOX0AMMOCT OT MOHHTOPHPAHE 3a TepalneBTHYHATA
edukacHoCT (BXK. TOUKA 5.2).

Onucanu ca TeXKH yCNOKHEHUS, BIJIIOUUTENHO KOAUT, AMBEPTUHKYAHT W nepdopauns Ha YyepBaTa npu
MMYHOCYIPECHBHA Tepanua Ha MaLMeHTy ¢ TpaHcnnaHTauusa. He e ycraHoBeHa TouHaTa eTHonorus,
KaTO TE3H peaKkLMH MOXKE [a ¢c€ IbJDKAT H Ha BUCOKHUTE JO3HM KOpTHKOCTEpOUIH. [Ipu eueHue Ha
Bb3naiuTenHo 3abonsasane Ha yepsata c UMYPAH e chobliaBana Texka guapus, NOABABALLA Ce
OTHOBO NpH BBL30OHOBABAHE Ha NpUeMa Ha nekapereoro. [Ipu Tean nauneHTH Tpadea na ce UMa
NMPEABUA BL3MOXHOCTTA 0D0CTPAHETO HA CHMITTOMMTE Aa € CBBP3aHO ¢ ynoTpedara Ha IeKapCTBEHUS

NPOAYKT.

[lpn Manka yacT oT naumneHTuTe, koMTO npueMaT HMYPAH, o61kHOBEHO NpH TakuBa ¢
TpaHcrnaHTupaH 6B0pexk WK NpU TakKBa C Bb3NATKMTEIHO 3a00NABaHE Ha YEPBaTa, € ChoOLlaBaH
naHkpeatuT. KaTo npuunHa 3a pasBUTHE HA NAHKPEATHT TPYAHO MOXE [a CE€ ONpeAe/iH NPHEMDBT Ha
¢IWH NPOAYKT, BLIIPEKH Ye NMogBaTa Ha CHMIITOMHTE OTHOBO NPH NOBTOPEH NMPHEM HA NPOAYKTA
HacO4Ba KbM Bpb3Ka ¢ npuema Ha UMYPAH.

XenaTtoOnaMapHH HAPYIICHHSA

[ToHsikora ce choOwiaBaT cny4an Ha pasBMTHE Ha XOECTa3a U BIOLIABaHE Ha YepHoApoOHaTa (hyHKUHS
B pe3ynTat ot npueMa Ha UMYPAH, kouro obukHoBeHO ca 0OpaTHMH npH cnupaHe Ha npuema. Te
MOraT Ja ¢a CbIPOBOAEHH OT CHMIITOMATHKA HA PEAKLIMA HA CBPbXUYYBCTBUTENHOCT (BXK. ,,Hapylenns
Ha UMYHHATa CHCTEMA"™).

MMma peakH choOLeHHs 3a )KMBOTO3aCTPALLIABALIO YEPHOAPOOHO YBpeXXAaHe, CBBbP3aHO C
MPOABLJDKUTENAHO NPHTIOKEHHE HA a3aTHOMPUH. XHCTONOTHYHHTE HAXOAKH BKJIIOMBAT CHHYCOHIHA
[HNaTalus, YepHOApoOHa Nenno3a, BEeHOOKITy3MBHA O0NECT U HOylJapHa pereHepaTHBHA XUNEprasus.

B HaKOH cltyyaH MpH CnMpaHe Ha NpHEMa Ha a3aTMONPHH Ce YCTAHOBABA BPEMEHHO WJTH TpaifiHO
noxoOpeHne Ha CHUMNTOMHTE H XMCTOJIOTHYHATA KAPTHHA HA YepHHUA apoD.

Hscnepsanns
C Hewn3BecTHa wecToTa: aDHOPMHH PYHKUHOHATHY YepHOAPOOHH H3CNeABaHMHS.

Hapymenun Ha K0OXaTa M NOAKOXKHATA THKAH

OnucaHu ca CJyHan Ha alorncund 1py NauHeHTH, NCKYBAHU € a3aTHONPHH H ApYrd HMYHOCYTIPECOPH. B

NOBCHCTO Cl1ydaH TOBa CbCTOAHUE CC I'IG,E[OﬁpHB&, HE3aBUCHUMO OT NPOABIAKABAHCTO HA TCPAINUATA.
Bpmka'ra MCANY MPpHCMaA HA a3aTHOTIPHH H PAa3BHTHCTO Ha alONELNA € HECHIYPHa.

C Hen3BecTHa YyecToTa: CHHApOM Ha Sweet (ocTpa debpunHa HeyTpohWIHA AepMaTO3a), peakLus Ha
(bOTOUYBCTBUTENHOCT.

ChobaBaHe Ha NONO3HPAHY HEXKETIAHU DEAKLIUH
CopobliaBaneTo Ha MOAO3HPAHH HEXKENAHH peakLHH chel pa3pellaBate 32 yrnorpeba Ha 1eKapCTBEHHS
MPOAYKT € BakKHO. ToBa No3BONABA Ja NPOABLIXH HAOMIOAEHUETO HA CHOTHOLHEHUETO MOJ3a/PUCK 34
NeKapcTBEHUS NpoAyKT. OT MEAULUMHCKHTE CMELMAIMCTH € U3UCKBA Aa ChOoOLIABAT BCAKA MOJ03UPaHa
HeXKe/1aHa peaKLMA Ha: '
M3nbanuTenna areHuMa no jekapeTeaTa
yn. ,.Jdaman ['pyes” Ne §,

1303 Codmns,
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Ten.: +359 2 8903417,
yebcaiit: www.bda.bg

4.9. Ilpeno3upane

CHMnTOMH

OcHoBHUTE cUMNITOMM NpH npeaosupane ¢ UMYPAH ca HeoSscHUMM nposBH Ha
Bb3naneHHe/MHpeKUna, yauepauMi Ha TMraBuLaTa Ha MPIOTO, KPBBOHACALAHUA M KbpBeHe. Te
Bb3HHKBAT B PE3Y/ITAT HA MHENOCYTIPECHA, KOATO MOXKE Ja NOCTHIHE MakCUMyMa CH cnen 9-14 nHu.
Te3u npu3Hauy € NO-BepOATHO Aa C€ NPOABAT NMPH CUCTEMATHUHO NPEAO3HPAHE, OTKOJIKOTO MpH
€JHOKpAaTeH NnpHeM Ha MHOTO BUCOKa 103a. CbobleHo € npeno3vpaHe Npu eHOKPaTEeH AEpopaicH
npueM Ha 7.5 g asaTHonpuH. HezabapHuTte TOKCHYHM €PEKTH B TO3M Cyyaii ca rajeHe, NoBpblUaHE H
AWApHUA, KaTto MNo-KbCHO €Ca HACTHLNHIK ¢1abo NposBEHa JIEBKOMEHHUA W JIeKH HApPYLUEHWUA Ha
yepHoapobHaTa PpyHKUMA. Bb3cTaHOBABAHETO HAa NMaUMEHTA € NpeMHHaNo 0e3 YCIOXKHEHHUS.

Jleuenue

T KaTo HE CHLWIECTBYBA CNEUMDHUYEH AHTHAOT, OPOAT HA KPBLBHHTE €IEMEHTH TPAOBa fa ce
npocleassa BHUMATEHO H, aKO € HeoOX0AUMO, Na ce NPHUACKAT 06N NOAABPKALIN MEPKH, 3AEHO C
noaxoasiua xeMoTpaHcy3us. AKTHBHUTE MepkH (KaTo ynoTpeba Ha akTMBEH BbIMIEH) MOXKeE Ja ce
okaxat 0e3 edekT npu npeo3upaHe Ha a3aTHOMNPHH, OCBEH aKo ca MpeAnpHeTH 10 60 MEHYTH OT
CaMOTO TIOTJTbIIAHE.

[o-HATaTHLIHOTO MOBEACHHE TPAOBa Na € B 3aBUCUMOCT OT KIIHHHYHATA HEOOXOAUMOCT WITH CrIope]]
APENOPBLKUTE HA HALUMOHANHHA LEHTBP 10 TOKCHKO/OTHS, KbJETO HMA TaKhS.

He e yctaHosen edekTsT Ha Auanuzara npy npeaosupane Ha UMYPAH, Bbripexky 4e a3aTHONPHH MOXKE
OT4acTH Aa 6bAe OTCTPAaHEH Ype3 AUalH3a.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1. PapMakoAHHAMHYHH CBOHCTBA

PDapMmakortepanesTHuda rpyna: AHTUHEOITINIACTUYHHA 1 UMYHOMOYJIMPALLIU CPEJICTBA
— Mmynocynpecopu — [pyru umynocynpecopu, ATC koa: LO4A X0

MexaHu3bM Ha aeicTBHE

A3aTHONPHH € NMPEAIECTBEHHUK Ha 6-mepkanTomypuH (6-MP). 6-MP ue e akTHBeH, HO AelicTBa KaTo
MYPHUHOB aHTArOHUCT, KaTO 32 OCHIUIECTBABAHE HA UMYHOCYNTPECUBHHUA MY €(eKT € HeOOXOAUMO
MPOHHKBAHETO MY B KNETKHTE U HHTpaLenynapeH aHabonu3sm 40 THOryaHHHOBH HykeoTHAH (TGN).
TGN u apyrute meTabonutu (Hanp. 6-MeTHAMEPKANITONYPUHOBH pUOOHYKIEOTHAH) HHXHONpaT
CHHTE3aTa de novo Ha MMyPHHHU H B3aMMHOTO NpEBpLLIAHe Ha MyPHHOBHTE HykaeoTHan. TGN ce
BKJIKOUBAT H B HYKJIEHHOBHTE KHCEAHHH B TOBA JONMPHHACA 32 HMYHOCYNPECUBHHA €(DEKT Ha
neKapcTBOTO. JIpyruTe noTeHUMaNHW MEXaHH3MH Ha a3aTHOMPUH BKJIIOYBAT MHXMOHpaHe HA MHOTO OT
MbTHLIATA 32 HUOCHHTE3a HA HYKNEWHOBH KMCETMHM, KaTO M0 TO3H HAYHH Ce OrpaHu4aBa
nponudepaLmnaTa Ha KJIETKHTE, y4acTBaLUM B ONIPEAENAHETO H aKTUBHPAHETO HA HMYHHHS OTrOBOD.

KaTo ce uMaT npeasua onHCcaHUTEe MEXaHU3MM Ha AHCTBUE, TepanesTHUHKAT edekT Ha UMYPAH
MOJKE [1a ¢€ NPOABH CAel HIKOJKO CeAMHLN WIH MECeLa.

AKTHBHOCTTa Ha METHITHUTPOHMHAA30I0BHA OCTATBK, KOHTO € MeTaboAHUT Ha a3aTHONPH
HE € ACHO yCTaHOB€Ha. BbNpeku ToBa B HAKOH CHCTEMH ABHO NPUYHMHABA MPOMIHA B
a3aTHOMNPHH B CpaBHEHME C Ta3u Ha 6-MP.
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S5.2. PapMaKOKRHETHYHH CBOHCTBA

Abcopbuus

AbcopuHATa Ha 23aTHONPHH € HEMbJIHA U AocTa Bapupa. CpeaHata (B CKoOH € NOCOYEH IHana3oHbT)
abcomorHa OHOHaNHYHOCT Ha 6-MP cnen npunarade Ha 50 mg asatwonpuH € 47% (27% — 80%).
CreneHTa Ha abcopOUMA Ha a3aTHONPHH € CXOJHA B Pa3IHYHHTE OTAENH Ha XPaHOCMMIATENHATA
CMCTEMA, BKNIOYMTENHO CTOMAxa, HEKOHYMa U LIEKyMa, a cTeneHTa Ha abcopbuus Ha 6-MP cien
MPHUJIOXKEHHE HA a3aTHOMPHH € BapuabunHa U ce pa3iMuaBa MeXIy MecTara Ha abcopbuus, Karo
Hail-ronama e abcopOuuara B ieloHyMa, cleBaHa OT Ta3d B CTOMAxa H LEKyMa.

Benpeku ue HAMa Npoy4uBaHHA 3a efieKra Ha XpaHaTa ¢ a3aTHONPHH, HMa NpoBeAeHH (hapMako-
KHHETHYHHK NpoyuBaHus ¢ 6-MP, kOUTO ca peneraHTHH H 3a a3aTHONPHH. CpeaHaTa OTHOCHTENHA
bnonanuuHocT Ha 6-MP e npubnusutenno ¢ 26% no-HUCKA ciieq MpUaraHe 3a¢QHO ¢ XpaHa W MJIAKO, B
CPaBHEHHE C NPHEM Ha I1aIHO CYTPHH. 6-MP He e cTabmieH B Miiako nopaay HalMUHETO Ha KCAHTHH-
okcHnaasa (30% pasrpaxaane B pamkute Ha 30 MUHYTH). A3aTHONPHH TPAOBa Aa ce npueMa noHe | yac
npeaH WK 3 yaca cneq NpUeM Ha XpaHa WK MIsKO (BX. Touka 4.2).

Pasnpenenenuye
O0eMbT Ha pa3npeaeneHue Npu NOCTHraHe Ha CTALUHOHAPHO CHCTOAHKE (V4ss) HA A3aTHOTIPHH HE €

nisecteH. Cpeaunsr (= SD) npueuaeH Vs na 6-MP e 0,9 (£ 0,8) I/kg, Bbnpexu ye Ta3u CTOWHOCT
MO J1a € Mo-HHCKa OT ACHCTBHTENHATA, Thi KaTo 6-MP ce pasrpakaa B uenus opraHusbsM (a He camMo
B 4EpHHUA Opob).

[prbauzurento 30% or azaTnonpuH € CBbP3aH ¢ OeNThK,

KoHueHTpauuure Ha 6-MP B uepeOpocnuHanHaTa TeUHOCT (NHKBOP) ¢el HHTPABEHO3HO WIH
MepopaiHO MPUIIOKEHHE Ha 6-MP ca HHCKU UITH NTpeHEOPEKHMH.

buoTtpaHchopMalns

A3aTHONPHH ce pasrpaxaa Oup30 in vivo OT MyTaTHOH-TpaHcdepasa 10 6-MP 1 MeTHIHHTpO-
HMHa30J10B OocTaTeK. 6-MP necHo npemunaBa npes KIETbUHUTE MEMOpPaHH H 10 TOfsSMa CTENEH ce
MeTabonHu3upa o MHOXECTBO MHOIOETANHY MBTHLIE 0 AKTUBHHY U HEAKTHBHM MeTabONUTH, 6e3 1a
JOMHHHpA €HH onpenencH eH3uM. [lopann koMmiekcHHA MeTaboN3 LM, HHXUOMPAHETO HA €AHH
€H3HM He 004CHABA BCHUKH CllydaH Ha Mnca Ha €epHKaCHOCT H/WIK H3pa3zeHa MHUEIOCYTIPECHS.
[Tpeobnanasailiure €H3MMH, OTTOBOPHM 3a MeTaboAM3Ma Ha 6-MP 1K nponssogHUTE My MeTabonuTH,
ca: Mo/IMMOP(HHUAT EH3HM THOMYPHH-S-MeTHNTpaHchepasa (TPMT) (Bxk. Touka 4.4), KCaHTHHOKCHAA3A
(BXK. TOuka 4.5), uHosnamoHodocaraexuaporerasa (IMPDH) (Bx. Touka 4.5) ¥ XMNOKCaHTHH-
ryaHuHgochopnbosuntpancdepasa (HPRT). [pyry ensuMH, yuacTpaiuy B 06pa3yBaHETO HA AKTHBHU U
HEaKTHBHH MeTabOMHTH, ca: ryaHosuHmoHodocdaTcuHTeTasa (GMPS, kosto obpasysa TGN)
HHO3MHTpHochaTnupodocharasza (ITPase). Camuar azaTHONpPUH Chio ce MeTaboNMH3NPa OT
anaAeXHIAOKCHIa3a A0 NonyyaBaHe Ha 8-XUAPOKCHA3ATHONPHH, KOMTO MOXe 1a € akTHBeH. UMa u
MHOXECTBO HEAaKTHBHH MeTabonuTH, o0pasyBaHH Mo APYTH MbTHILA.

HMma nanum, ye B3 OCHOBa Ha NOAUMOpPGhHHUTE GOPMH Ha FEHUTE, KOAHPALIK PA3THYHHTE EH3HMHH
CHCTEMH, Y4acTBalllM B METabONH3Ma Ha a3aTHONPHH, MOJKE [a CE€ NMPEACKA3BAT HEXENAHH NEKAPCTBEHU
peakuHH NpH JECHEHUETO C a3aTHOTIPHUH.

Tuonypun-S-memunmpancghepaza (TPMT)

KoHueHTpaumsaTa Ha THOryaHHHOBUTE HYKNE€OTHAM, 00pa3yBaHH OT 6-MP, B epuTpoUMTHTE, €
o0paTHONpONOpUMOHANHA Ha aKTHBHOCTTA HA TPMT, KaTo nNo-BUCOKHTE KOHLEHTpaLHM Ha

HeyTpogpunute. [Ipu nuua ¢ aepuumut Ha TPMT ce nonyuaBaT MHOTO BUCOKH KOHLIE
UMTOTOKCHYHHM THOIYaHHHOBH HYIKJIEOTH/IH.
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HM3cnenpaHua Ha reHOTHNA MOTAT [1a ONpeAEsT THNA A1/ HA JAACH NaUyeHT. B HacTOSUIMA MOMEHT
npu okono 95% oT BCHYKU HHIAMBUAM C MOHHKeHA aKTHUBHOCT Ha TPMT T4 ce AbJixku Ha HAKOH OT
cnenarure 3 anena — TPMT*2, TPMT*3A u TPMT*3C. Ipu npubausurenno 0,3% (1:300) ot
NALMEHTUTE U JBaTa anena Ha reHa 3a TPMT ca HepyHKUMOHANHM (XOMO3UTOTEH ACPHMUNT) U TE3N
MaLHEeHTH Ca C HUCKA WIH HEOTKpHBaeMa akTHBHOCT Ha eH3uma. [Ipubaunsurenno 10% ot nauuenTure
UMaT eANH HedyHKUWMOHANeH anen 3a TPMT (xerepo3urorTHH), KOeTo BOAU A0 HACKA WM CpellHa
akTuBHOCT Ha TPMT, a 90% ot xopara umart HopmanHa aktieHocT Ha TPMT ¢ aBa pyHkuMOHaMHY
anena. Bb3aMoXkHO € Aa ¥Ma ¥ rpyna oT nprabausurenHo 2%, KOMTO UMaT MHOTO BUCOKA AKTHBHOCT Ha
TPMT. MeHOTUNHHU TECTOBE ONPEeACNAT HUBOTO HA THONYPUHOBUTE HYKACOTHAN WK aKTHBHOCTTA Ha
TPMT B epuTpouMTHTE M CHLIO MOTaT Aa 6baaT HHGOPMATHBHH (BXK. To4Ka 4.4).

EJ1UMHHHpaHe
Cnea nepopando npunoxkenune Ha 100 mg **S-azatnonpun, 50% oT paaMOAKTHBHOCTTA CE EKCKPETHPA B

ypuHara 3a 24 vaca 1 12% B nanpaxxuenusra cinej 48 yaca. B ypyuHaTra 0OCHOBHOTO BELLECTBO €
HEAKTUBHHAT OKCHAHPaH METabOMUT THONMUKOUHA KUceNTUHa. [To-Manko or 2% ce eKcKkpeTHpaT B
YPHHATA KaTO a3aTHONPHH WK 6-MP. AzaTUONpHH UMa BUCOK KOSDHLWEHT Ha €TUMHHHMpaHeE ¢ 00111
KiMpbHC Hag 3 I/min npu 3apasu nobpoeonuu. HaMa nanHu 3a 660peuHHA KITHPBHC HIIH NOTYXHBOTA
Ha a3aTHONpHH. brOpeunuaT kupsHe Ha 6-MP u nomyXxXuBoTHT Ha 6-MP ca croTBeTHO 191 ml/min/m?
H 0,9 yaca.

MepkanTonypyH — MeTabOMHUT Ha a3aTHONPHH, € YCTAHOBEH B KONACTPATA H MASKOTO HA XKEHH,
MOANOMKEHH Ha NIe4YEHHE € a3aTHONPHH.

CnelHajHA NONYJJANHH NALHEHTH

[laiyeHTH B CTapyeCKa Bb3pacT

He ca nposexaaHy cneuyanHy Nnpoy4BaHHs NPU NaUWEHTH B CTapyecka Bh3pacT (BxkK. Touka 4.2).

Jleua ¢ HaAHOPMEHO TerJ0

[Ipn enro knuHK4HO npoyusaHe B CALL] 18 neua (Ha Bb3pact 3 oo 14 roaunn) ca 6UnK pasnpeaeneHu
No PaBHO B [iBE IPYNH; ChC CLOTHOLIEHHE Ha TErN0 KbM PLCT HAA WK Nod 75-TH nepceHTHA. Besako
aete € OUIo Ha NoAABPKALLE NeveHHe ¢ 6-MP 1 noszata e 6Mna u3uKMcieHa Ha 6a3a Ha TAXHATa TenecHa
nosbpxHoct. CpegHata AUCo—. 32 6-MP B rpynara Hag 75-TH nepceHTHn € 61Mna 2,4 NbTH NO-HMCKA OT
Ta3H 3a rpynara nofd 75-tv nepceHtun. f1o Ta3y npuyUHa NpH AeuaTa ¢ HATHOPMEHO TETJIO MOXE Aa ca
HeOOXOAHMH [03H B rOpHATa 4acT Ha JO30BHA AMANa30H W MO Ta3u NPHYHHA CE NPENOpHYBA
BHHMATENHO NpPOoCieasBaHe Ha OTTOBOPA Ha JICYEHHUETO (BaK. Touka 4.2).

b1OpeuHo yBpexaaHe

[IpoyuBaHMsiTa C a3aTHOMPHH HE NOKA3BAT Pa3nvka BbB PapMaKkOKHHETHKaTa Ha 6-MP npu nauueHTv ¢
YPE€MHS B CpaBHEHHE C MALUHEHTH ¢ ObOpevHa TpaHcniaHTauus. Thil KaTo ce 3Hae MAIKO 3a AKTHBHHTE
METa00/IMTH Ha a3aTHONPHH NMPK NAUMEHTH ¢ 6LOpeuHO yBpexKaaHe, TpAGBa Ja ce OOMHCAW HamalABaHe
HA NO3UPOBKATa MPH NALMEHTH ¢ HapylueHa 6vOpeuna ¢yHkLMa (BXK. Touka 4.2).

A3aTHONIPHH H/MIIH HEroBHUTE METabONMUTH CE EJITMMHHHMPAT YPE3 XEMOAHANK3A, KATO NPUOAUZUTENIHO
45% OT paaHOAKTHBHUTE METabOIUTH ca OUNM eTUHMHHHPAHH NPY JHATTH3A ¢ MPOABKUTENHOCT § yaca.

YeproapobHo yepexaaHe
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uupo3a. [IpoyusaHeTO NOKa3Ba, Y€ eKCNO3ULMATA Ha 6-MEPKANTOMYpPHH € 1,6 MbTH Mo-BUCOKA NpH
NaLMKEHTH ¢ YepHOAPOOHO yBpexAaHe (HO He UMpo3a) U 6 NbTH NO-BUCOKa MPH NALUNEHTH ¢
4epHOOpOOHO yBpeKAaHE H LIMPO3a B CPABHEHHUE ¢ NauMeHTH 0e3 yepHoapobHo yBpexxrane. 1o Tasu
npuyuHa TpAGRa na ce OOMHCIU HAMANIABAHE HA JO3aTa NPH NMALKMEHTH C YBpeacHa YyepHoIpoOHa
¢yHKUHA (BX. TOUKa 4.2).

5.3. IlpeakIuRHE%HH JaHHH 32 6€30NACHOCT

Myrarennocr
B peawua in vitro W in vivo aHanu3y 3a reHOTOKCHYHOCT € YCTAHOBEHO, Y€ a3aTHONPHH € MYTarcHeH,

KaHueporeanocTt

JABArocpoyHy M3NUTBAHKA HA KAHLIEPOTEHHOCTTA Ha a3aTHOMNPHH NOKa3BaT NMOBHLIEHA 4eCTOTa Ha
NHUMQPOCAPKOMH, KAKTO W HA EMHUTETHH TYMOPH H KaPHMHOMH CHOTBETHO NPH MHUILKH K TUTbXOBE, NPH
JO3WPOBKH 10 [ABa ITbTH NO-BHCOKH OT TE€panesTHUHATa 1034 3a X0Opa U MPH NO-HUCKH JO3RPOBKU NPH
HMYHOKOMITPOMETHPaHH MULIKH.

PenpoaAyKTHBHA TOKCHYHOCT

[Ipu npoBeacHH U3MHUTBAHUA NPH OPEMEHHH MTbXOBE, MULIKH M 3aHLM C MPHIOKEHHE HA a3aTHONPHH
5-15 mg/kg T.m. AHEBHO NPE3 NEpHOAa Ha OpraHoreHesaTa ce YCTaHOBABAT (heTanHH aHOMAaNHH,
NPOABEHH B pa3/IMUHA CTEMNEH,

YcTaHOBEHH ca TepaTroreHHu epeKTH npH 3aiium npu npvem Ha 10 mg/kg T.M. qHEBHO.

6. GAPMAIEBTHYHH JAHHHU

6.1. Cnucbk HAa NOMOUYHATE BelIECTBA
Jlakto3a moHOXuapar

LlapeBHYHO HULLIECTE
[IpexxenaTtHHU3UPAHO HHULIECTE
CteapHHOBA KHCEJIHHA

Marnesues creapar

DOUIMOBO [TIOKPHTHE
Xunpomenosa
Maxporon 400

6.2. HecnBMecTEMOCTH
Hama onucanm.

6.3. Cpok Ha roaHocT
5 roauHMm.

6.4. CnennajnH YCJIOBHA 32 ChXPAHEHHE

Ja ce cbxpaHnsBa Nnpu TeMinepatypa noa 25 °C. baucrepsT Aa ce cbXpaHsBa B KAPTOHEHAT2 ONAaKOBKA, 34
Ja ce npeanasu oT CBeTAHMHA.

6.5. Baa H chAbLpPXAHHE HA ONAKOBKATA

BTopH4Ha onakoBKa — KapTOHEHA KyTHA.
[TepBHYHA onakoBka — 6auctepn PVC/Al donmo.
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KonuuectBo B eaHa onakoBka — 100 ¢punmupann tabnerku (4 6nucrepa no 25 tabnerxu).
6.6. CoenpajdHH NpeANa3HA MEPKH NPH WIXBBLPasHe U pabora

IIpenopbku 3a pabora ¢ TabaeTkuTe
[IpenopbuBa ce aa ce cnaspar onpeaencHUTe MepKH 3a He3onacHOCT npu paboTa ¢ UMTOTOKCHYHH

BEUIECTRA.
Hsama ycraHOBEH pHCK npu paboTa ¢ pwimupanute Tabnetku UMYPAH, ako ¢pHAMOBOTO NOKPUTHE €

CbC 3anaseHa uanoct. [la He ce Hapywasa uenocTra Ha GpuaMUpaHuTe TabneTKu!

IIpenopsKu NpH YHHI0KABAHE
Tabnerkure UMYPAH na ce yHumoxasar cnopen pasnopeaOHTE 3a YHHLLOKaBaHe HA TOKCHYHH
BELLECTBA.

7. IIPUTEXXATEJ HA PABPEIIEHUETO 3A YIIOTPEBA

Aspen Pharma Trading Limited
3016 Lake Drive
Citywest Business Campus

Dublin 24
HUpnanoua

8. HOMEP HA PAZPEILIEHUETO 3A YIIOTPEBA
Per. Ne 200020842

9. JATA HA ITBPBO PAZPEIIABAHETIOJHOBSABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JaTta Ha nupBo paspeluapaHe: 13 nexemspu 1971 r.
Hata na nocneaHo noaHoapaHe: 06 nexemepu 2007 r.

10. TATA HA AKTYA/IM3UPAHE HA TEKCTA

02/2025
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