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1.  HMME HA JEKAPCTBEHUS TPOAYKT

Ciclo 25 mg soft capsules

Iuxmo 25 mg MeKyd Karcyad

2. KadecTBeH H KOJIHYECTBEH ChCTAB
Beska kancyna ChbABpKA 25 mg NHKIOCIOPHH (cicldsporin).

3a NBEAHHA CIIMCHK HA IIOMOIIHUTE BelllecTBa, BHXKTE Touka 6.1.

3.  JEKAPCTBEHA ®OPMA

Kancyna, meka.
YeppeHo-Ka(aBH MEKH )KeJIATHHOBH KaIlCYJIM.

4, KJIHHUYHHA TAHHHA
4.1 TepaneBTHYIHH NOKA3AHAA

1.[Ipodunaxruka Ha OCTPO U XPOHHYHO OTXBHP/IAHE Ha TPAHCIUIAHTATA Clel anoTeHHa
TpaHCIUIaHTauMa Ha 660peun, YepeH gpob, copiue, kKOMOHHUPaHa TpaHCIIaHTauua Chpue-041 npo6, Osn
Apod 4 naHkpeac, B KOMOHHALINA C APYTH HMYHOCYIIPECOPH.

JledeHHe Ha peakuHATa Ha OTXBBPIIAHE NPH MALKEHTH, IPEABAPUTEIHO JICKYBAHH C XPYTH
HMYHOCYTIPECODH. |

2. ITpodunakTHKa U JICUCHUE HA peakiMaATa Ha MpHCanKa cpeiny peLunuenta (graft-versus-host

desease - GVHD) cnen anoreHHa TPaHCIIAHTAIIAA HA KOCTEH MO3BK.

3. JleueHue HA TEXKBK €HAOI€HEH YBEUT

* [pu MaHH(ECTHpAH, HEHHPEKIMO3EH HHTEPMEAUEPEH YBEUT Wi IIOCHEABALL PUCK OT
OCIensABaHe, ako CTAHAApTHATA Tepanus ce okake HeeQEKTHBHA MM BOIH JO HEXEIaHU
NEKAPCTBEHH PECAKIIHH,

* yBEHT Ha Behget ¢ pelnauBHpallo BE3NANEHHE HA PETHHATA.

4. JleyeHue Ha MHOTO TEXKH, HEMOMATIIMBH Ha JiedeHHe GOPMH Ha IICOPHA3HC (HO-CIIELHATHO
IVIOYKOBHIEH NICOPHA3HC), KOUTO He Morar Ja Opaar TpeTupany eQexkTHBHO ¢ KOHBCHLIMOHAIHA CHCTEMHA
Tepanus.

5. JleueHne Ha CTEPOMIHO 3aBUCHM H CTEPOHIHO PE3UCTEHTEH HEDPOTUUCH CHHIPOM, CB‘LpBaH v
HAPYIIEHMA Ha riIoMepynHata QYHKIHNA, KATO MUHIMAJTHH H3MEHEeHUs Ha IIMoMepynuTe, GpoxanHa
CErMEHTHA [JIOMEPY/I0CKIEPO3a HiIH MeMOPaHo3eH riioMepyToHeQpuT, NPH BE3PacTHH U AEU, IPH KOUTO
FIIIOKOKOPTHKOUAUTE H AKHITHPALINATE areHTH He ca A0CTaTh4HO e()eKTHBHH HIIM He MoraT Ja 6baar
H3I0A3BaHH MMOPAIH NOBHIICHHS PHCK. | |

LluxknocnopuH Moxe jJa 6pae npuiaras, 3a a ce OCTHIHe PEMHUCHA HITH f1a c€ NPEeAOTBPATH
penauBupane. CpIro Taka MOXE Ja ce H3NOJ3Ba 3a Npe/nasbaHe OT PEeLHAUB CIICK NOCTHIaHe Ha
peMUCHA NPH NPUIOKECHHE HA CTEPOHIH, 32 Ia C¢ HaMany 103aTa Ha KOPTHKOCTEpOUaY --_;'“';; e

6. JledeHue Ha TEKbK aKTHBEH PEBMATOUACH ApTPHT IIPH NMAUMEHTH, IPH KO 'b & 5"5'1"' I **"f;i;- _{,,j_f‘l“,:;;-
KOHBEHUMOHAIHOTO JieueHHe, Bxiurousamnio 0a3oBa Tepannd Han-Majko ¢ €AHH
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7. JleueHde Ha TeXKH yopHTH (HOPMHE Ha IEPCHCTHPAN] aTONHYEH AePMaTHT, KOHTO HE Ce
NOBNHABA JOCTATHYHO MPH KOHBREHIUOHAIHA TEpAIIMSL,

4,2 Jo3apoBKa H HAYAH HA NPHJIOKCHHE

HauanHoTo leueHue ¢ IUKIOCIIOPHH KAINCynH TpA6Ba na ce nposejie caMo OT JIEKApH, KOMTO HMAaT
CBOTBETHHA OIUT C HMYHOCYNIPECHBHA TepalliA WiH JIeYeHHe Ha NALUSHTH Cliel] TpaHcinanTanud, Ipu
Tepanus ¢ HMKIOCIIOPHH TpaOBa fa ce OCUrypH ChOTBETHOTO MOHUTOPHPAHE Ha ITalHEHTa, KOETO -
BKJIFOUBA NNOAPOGHH (H3HKAIHU NpErIeNH N aHANK3 Ha 1abopaTOpHUTE MapaMeTpy M KpbBHOTO HATATaHE.
Jlekapat, kofiTO € OTrOBOPEH 3a MOCNEABAINOTO JICUCHHE Ha NalHeHTa, TpA0Ba Aa nonyyu nerainna

HHpOpMaLuA.

JdONBIHUTENHA MHOQOPMALIMA 33 NANUEHTH CIed NIPEMUHABAHE OT APYT JEKAPCTBEH NPO ChAbpPAKa

HHKAOCTIOPHH KbM LIukj0 25 mg Kancymy.

[MaunenTH ciex TpaHCILTAHTAIHSA
O6mo HoBaTa AO3KPOBKA MOXKeE Ja Ob/ic AaBaHa B ChOTHOWEHKE 1:1 ¢ npeaunHaTa JO3HPOBKa:

JIa3MEHATa KOHICHTpauys 06uKkHOBEHHO TpAOBa fa 6bie cpaBHEMA C NpeAUIIEUTE KOHUEHTpauuu. B
HAKOH CIy4ad MOXe [a ce HabIoAaBa KIMHMYHO 3HATHMO [IOBUINABAHE UK PEAYKIUMA HA
GuoHanuyHocrTa Ha Ilukno 25 mg. [lopaay Tasu npuunHa niazMeHaTa KOHUEHTpauus TpaOsa qa 6sae
NpOCHEAABaHA B pAMKUTE HAa 4-7 JIHM OT NPOMAHATA H aKO € HeoOXOIHUMO CBOTBETHO A03aTa Ja Obje
npoMeHeHa. JONMBIHATENHO Hali-MaNko 2 Mecela cliesl npoMsaHaTa TpsaOBa fa ObAaT npociefaBaHU APYTH
KIIHHHYHH N1apaMeTPH KaTo CCpYMEH KPEaTHHHH M KPBBHO Hansdrade. |

HOpyry rnoka3zaHus ocBeH MAUWEHTH ClIeR TPaHCILIAHTALINS

HoBara 103#poOBKa NMpH IIOKA3AHKUATA TEXKbK €HAOTeHEeH YBEUT H HeQpOoTHYEH CUHAPOM TpAOBa ChILO Aa
Onae AaBaHa B choTHomeHKe 1:1 ¢ mpegumHaTa xo3a. I1o BpeMe Ha npoMsaHata Tpadsa na obaar
NpOC/eBaHHU IL1a3MEHHTE KOHLIEHTPalNH, IPY KOETOo T¢ TpabBa aa 6baat obio cpaBHUMY C
HaGmoaBaHlTe IIpead TOBA. B HAKOH cimyuan Moxe Ja ce HabnioJaBa KIHHHYHO 3HAYUMO NOBULIABAHE
MK peayKUMA Ha GHoHanugHOocTTa Ha LlNKkio 25 mg kancynu. OnpeaencHoTo 3a Te3H NMoKasaHHuA |
MOHHTOpHpaHE Ha IUIa3MeHHTe KOHUeHTpauun (Bux rope JJosuposka) TpsbBa aa 661¢ NPOBEACHO B |
pamkuTe Ha 4-7 JHH OT NPOMAHATa H aKko € HeoOX0AUMO 103aTa Ja OB CHOTBETHO NPOMEHEHa.
[MauuentuTe TpAOBa fa ObAAT HENOCPEACTBEHO MPOCIEAABAHH 334 CHMITOMH Ha YBEJIMMABAHE Y€CTOTATA
Ha HEXeNnaHuTe peakiuy. Cpino Haii-mManko 2 Mecela cliefi IpoMaHarta Tpsa0Ba Aa ObAaT npocieaaBaHK
KJIHHHYHHUTE IapaMeTPH KATO CePYMEH KPeaTMHHH U KPbBHO HalsAraHe. .

HoBata 103MpOBKa NpH HHANKANMATA TeXbK PEBMATOUACH apTPHT CHILO Ce JaBa B ChOTHOLICHHE 1:1 ¢
npeUUIHATA 11034, 32 Ja ce H30erHe prucKka ot ex3atepballia Ha CHMIITOMHTE Cie] IIpoMsAHaTa. B mepBUTE
ceIMHIIK OT NMPOMSAHATA, NOPaAH BE3MOXKHOCTTA OT NIOBUIIABaHE OMOHANMYHOCTTA Ha [{ukio 235 mg
KalCyJIH, € BE3MOXKHO [a ce 3aCHIM PHCKa OT HeXenany peakuuu. [Tlauuenture Tpabea na Obvaar
HEMOCPENCTBEHO MOHHTOPHPAHH B aKo € HeobxoauMo 03aTa Ja OhJe ChOTBETHO MpOoMeHeHa. KPBBHOTO
HAIATaHe M KPeaTHHHHOBHTE KOHIEHTpaluH TpabBa na 6bAaT MOHUTOPHpPaKH 2, 4 B 8 CEAMHIH e
npoMsHara. (BHXK MpenopsKU NpHU ZO3HPAHE).

[Ipy nauueHTy ¢ “MHOro TEXKH HOPMHU Ha NCOPUA3HC” M “TEKKH YIIOPHTH (GopMH Ha AaTONHYCH

RepMaTHT” Chll{aTa poUeaypa, MPHIaraHa B HA4anoTO Ha JICYCHHCTO, € HeoOXoAHuMO aa Onae

aJanTHpaHa U NpoMiaHa. [TanuenTsT Tpa6Ba B HAYANOTO 2 TIOJyYH AHEBHA 1034 OT 2,5 mg/kg TeNnecHo
Terno, MPHETA B B2 OTACIHH NIPHEMa H Clie]] TOBa J1o3aTa Aa ObJe TUTpHpaHa 10 Hal-MankaTa epeKTHBHA
1033, KAKTO € OMHUCAaHo No-Hoiy. Thit KaTo € Bh3MOXKHO [IOBHLIaBAHE HA OHOHATHYHOCTT2 Ha Llukno 25

mg KaNCy/Iu B HAKOM CIIy4YaH, B IbPBUTE CEAMHLIM CIIe/l IPOMAHATA € BE3IMOXKEH NOBHILCH PHCK 0T .
Hexxenanu peakimu. [lauuenture TpAOBa Aa ObAAT HEMOCPEACTBEHO MOHHTOPHPAHH H 2KO f E e@ﬁmﬂmg};
fo3aTa 1a ObJe choTBETHO npoMeHeHa. KpbBHOTO Hasrane 1 KpeaTHHHHOBHTE KOHLIEHTPAK uq‘ﬁaﬁganai A
650aT MOHUTOPHPAHH 2, 4 ¥ 8 CeIMHIIA Cliell IPOMSHATA NPH TIOCIEAHHTE ABE CIOMEH lf[_,‘-l‘f,‘;ﬁﬂﬂ 4300020 AN
uaaukauui. (Bik “IpenopbKH MpH JO3HpaHe” 3a BCAKAKBU ITO-HATATHIIHM MEPKH). ( o5 |
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[IpunaraT ce cneaHUuTe MPEIOPBKH [IPU TO3HpaHe:
JiHeBHaTa no3a TpsaOBa BUHArH na ObJe aBaHa B ABA OTACIHH IIpHEMa.

a) ITanneHTH ¢ opraiHa TpaHCIaHTalMs |
Hagannara fo3a ot 10-14 mg nuxiocnopun/kg TenecHo Terno/aeH Tpadsa na ObAe paszeneHa Ha ABa
OTAenHM Npuema 12 Yaca npeau TpaHCIUIaHTARMATA. Tepanudara Tpadsa na ObAe NpoAB/IIKCHA C TA3H
HavanHa Jo3HpoBKa 1-2 ceaMHIM 10 BpeME Ha ciiefionepaTiBHata ¢asa. CneX ToBa O3HpoBKaTa Tpabsa
MOCTENEHHO fa Objie NOHMKEH] 10 MOAbpIKaIlaTa 1033 OT 2-6 mg LMKIocnopun/kg TelnecHo Terno/neH
MpH MOHUTOPHPAHE Ha IIa3MEeHHTE KOHUEHTpauuH (BK. T. 4.8. Hexenanu nekapcTBeHH peaxiuu).
[InazMeHaTa KOHLUEHTpALKA IIPEaH CISABALLOTO NPUIOKeHUe TpAdBa na 6pa¢ B rpanuiute oT 100-400 ng
uuKjocrnopu/ml (ompeneneHa ypes npuiiarane Ha CeHQUYHN MOHOKJIOHAMHH aHTHTENA).

HaGmoaasad e GMN NOBHIIEH PHCK OT peakUHy Ha OTXBBPJIAHE NPH NaUKeHTH ¢ Ob0pedHH
TPAHCIUIAHTATH MIPH NPUIIOKEHHE HA 103H, ONU3KH 0 Ha-HUCKUTE NPENOPbYHTENHY, T.€. 0~MAJNKO OT
3-4 mg/kg TenecHO TErIo/AeH ¢ HUCKH IINa3MeHH KoHIerTpanuy no 100 ng/ml.

Hsxou nanyeHTH ce HyXAadT OT NOJabpXkalla A03a o4 5 mg UHKNocHopHH/KE TelecHo Terno/AeH B
PaMKHTE Ha eZIMH Mecel] cel TpaHCIIaHTalMATa, aKO C¢ NpHIaraT ¢AHOBPEMEHHO KOPTHKOCTEPOHIM.

0) IanneHTH € 'rpaﬂcnnaHTaq_ 4 HA KOCTEH MO3BK

[Ipu uHALMHpaHe HA TepanmuATa OIbpBaTa 1032 oT 12,5-15 mg /kg TenecHo Terﬂo/,ueﬂ LIMKJIOCIIOPHH
TpaOBa Ja ce pa3ienH Ha 2 OTAENHM NpHeMa U Aa CE TNPIIOKH B AeHA peld KOCTHOMOIbYHATA
TpaHcniaHTanus. ChlLaTa AHEBHa Ao3a TpAOBa fa ce npuiara U NOCTOIEPATHBHO 3 NPUOMHZUTENHO S
nuy. Tepanuata TpaGsa na Obie NpoIbIDKEHA IIPU AC3HPOBKa OT 12,5 mg nukinocnopu/kg TeaecHo
Terno/aeH Hali-Manko 3a 3-6 Mecella  cnel TOBa MOXE IIOCTENICHHO Ja Obic HaMalieHa Npeau
IpeKLCBaHe NPHIOKEHUETO Ha UUMKIOocnoprH. To3H npouec MOXe Aa NPoAbJKH A0 1 roamna.

TepanuATa ¢ LHKIOCMOPHH MOXe Aa Obie 3alo4yHaTa OTHOBO, aKO Ce IOSBH peakLiMi Ha IPHCAAKa CpeLty
peuwunuenTa (GVHD) cnen NpeKLCBaHE Ha NPHII0KEHHETO Ha npe,uyma nexa xpoHuya GVHD moxe na
Oble neKyBaHa ¢ HUCKH JO3H.

B) Tepanus Ha octpa GVHD

Hauannara go3a e 12,5-15 mg muxnocrnopui/kg TesecHo Terno/meH p.o.: Tepanuara Tpsada na Onae
[POABIDKEHA NMPU Ta3H HaYallHa JO3HPOBKA B paMkuTe Ha 50 auu. Cnexn ToBa Ao3ara MOXe Ia Oble
HaMajesa ¢ 5% rpe3 HHTepBald OT €{Ha CeAMMIa 10 AOCTHIaHe Ha JHEeBHA A03a oT 2 mg /kg TenecHo
TErno, Ha KOETO HUBO JIEKAPCTBOTO MOXKe Aa 6bAe NpeKbCHATO. |

3abenexcku kKemm. a) u 6)

AKO & HeoOX0IUMO IIPHIOKEHHETO Ha LIMKNOCIIOPHH Ype3 HHTPaBeHO3HA HH(Y3UA TOPAIH TOBA, Ye
MaLHEeHTA IOKa3Ba IPEXOHA racTPOMHTECTHHAIHH HapyIIeHua, KOUTO MoraT Aa Hapymar abcopbuusra
Ha NEePOPANHO NPHIOXKEHHA LMKIOCTIOpUH, 1/3 oT npeau Topa NpHIOKEeHAaTa EpopanHa AHEBHA K032
TpsaOBa 1a ce JaBa KaTo ¢JHOKpaTHA MHTPaBEHO3HA J03a.

ChLecTBYBa CaM0 OFpaHHYEH OMMT NPH NPUIOKEHHETO Ha UMKIOCIIOpHH npy Aeua. He ca orGenasanu
crienuuIHI NpobNeMH NpH NPUIOKEHHE Ha UHKIOCTIOPHH B NPENoPbYATENHH JO3H NPU ACUA HaL 1
roauHa. [Ipu neuarta e HabMOAABaH ToJepaHe U ca GHIM HeoOXOMHMMH I0-BHCOKH JI03H/Kg TE/IECHO TErNo
B CPaBHECHHE C BB3PACTHHUTE IIPH PA3IHYHHU KIMHHUYHH NpoyyBaHus. [Topaxy no-BUCOKHA KIMPHHC Ha
UHKIOCIOPHH NIPH Jelia € Bb3MOXHO IIPH Ta3M rpyna NalueHTH Ja ¢a HEOOXOAUMH 110-BUCOKH KO3H, 3a Aa
ce MOCTHTHAT MJIa3MeHMTe KOHUEHTpaLuy, HabmoAaBany NpH B3pacTHH,

bt}




MHKpOoeMYlicus, KbM LIHIUI0 25 mg Kancyld, NpH NalMeHTHTE MOXeE Ja ce 3abenexu noaobpssane Ha
abcopOLusATa Ha NMKIOCMIOpHH. B TakuBa ciydad e BAXHO Jia ce cna3Ba MHPOPMAIUAITA 32
[IPpEMKBHABAHETO KBM ApPYTa JIeKapCTBEHA hopMa.

r) TeXbK €HIOTreHEH VBEUT

OT CHINECTBEHO 3HAYCHHE € IeHEHHEeTO ¢ MHKIOCNIOPHH Aa ObJie IpPOBEAEHO CaMO OT NEKap ¢ ONHT B
HMYHOCYNPECOPHATa Tepalus; JieHeHHEeTo TpAOBa Aa ObAe NPOBEACHO MO PHKOBOACTBOTO Ha
odTanmMoNor ¢ NOCTOSHHO NPOC/eAABaHe Ha IIa3MEHHTe HHBA Ha MHKI0ocnopuH. Thif kaTo [HKJIOCTIOPHH
MOJKe Aa Hapylnd Ob0peuHara QyHKuUMS, caMo MAallUEHTH ChC 3ApaBH ObOpely TpaOBa 1a 6BAaT
TpeTHpaHH Cbe CyOcTaHnuaTa. brbpednara ¢pyHkuusa Tpadea ga 6be MOHHTOPHpAHA NIpe3 YeCTH
HHTEpBaIM OT BpeMe. TpadBa fa Obe rapaHTHPAHO, CEPYMHUTE KPEaTHHHHOBM HUBA Jia HE HAIBHIIABAT
rmoseye oT 30% Ga3oBaTta CTORHOCT, JOPH M T€ Aa OCTAaHAT B HOPMAJIHHTE CTOHHOCTH. AKO TOBa Ce
Ha0JoAaBa, 103aTa Ha HKIOCNIOpHH TpaAbBa fa 6bae HamaneHa ¢ 25-50%. AKO KOHICHTPAIHUTE Ha

CEpYMHHA KpEaTHHHH Ce yBenu4ar ¢ nope4e oT 50%, fo3ara Ha LMKIOCHOPHH TpAOBa Ja Obje MOHIwKeHa
Haii-Manko ¢ 50%. -

Tnii kaTO He ChINECTBYBAT AOCTATHYHO AAHHH, C€ MPENOPHYBA TEpalMATa Oa Obe. 3afoYHaTa ¢ 034 OT 5-
10 mg unknocropur/kg TeNeCHO TErIo/AeH, IPUETH B NBa OTACHHU NIPHEMa K Ja ObJe MPOAb/IKEHA 10
HAaCTBHIIBAHETO HA PEMHCHA Ha MaHH(pECTUPAHUS YBEHT H NOAOOpEeHNE Ha 3pHTEIHATA OCTPOTA.

3a na ce nocturde 6bp3a peMUCHA WM 3a TPEeTHpaHe Ha ocTpata diasa, Moxe Iia ce 00CHAH CHIIBTCTBALIO
NpHJIOXKEHHE Ha CUCTEMHH kKopTHKOcTeEpouau (0,2-0,6 mg npenHuson/kg TenecHo Terao/aeH Wik APYyT
KOPTHKOCTEPOMI B 032 ¢ 10/100HA ¢PEKTUBHOCT), 4KO CAMOCTOATETHATA TEPAITHA ¢ IIHKIOCIIOPHH He €
I0CTAaTBYHO ehEeKTHBHA.

3a nogaspKala Tepanus 4o3aTa TpAOBa Aa ce HaManu NOCTENEeHHO A0 Hal-HHCcKaTa edeKTHBHA J03a.

JKenanara ToTanHa nnasMeHa KOHLECHTpanug Ha uuknocnopus € 100-150 ng/ml (M3MEpEHA CBC
crielH(pUIHH MOHOKIIOHAIHH aHTHTEA).

Hsama nanus 3a ynorpedara npy MaJIKi A€Lia ¥ CHUISCTBYBAT CaMO OrpaHUYeHH JaHHU 3a yroTpeda npH
Aena Han S roauHu.

e) MHoro Texxu opMHu HA NCOPHA3KC

To# kaTO HUKIOCIIOPHH MOKe a Hapylud Os0peynaTa pyHkuusA, 6a3oBaTa IUIa3MeHa KOHUSHTpalus Ha
KpeaTHHHH TpAOBa Aa Obae H3MepBaHa Hall-MaJIKO 2 MBTH NIPEAH HAYANOTO HA TepanuAaTa. [Ipes nppBUTe
3 Mecela Ha TepanuaTa IasMeHnTe HHBA Ha KPeaTUHUH TPAOBa a ce MOHUTOPUPAT Ha BCEKU 2 CeIMULIH.
AKXO NMIa3MEHHTE HHBA HA KPEATHHHH OCTAaHAT CTAOMIHK NPH 1034 0T 2,5 mg NUKIOCMOpHH/KE TeNleCHo
TerJjo/eH, HUBaTa Morart ga Op4aT NpocieaaBaHy IIpe3 HHTEPBAIH OT 2 Mecella: aKo C€ JaBar [10-BUCOKH
No3H, HHBaTa TpAOBa xa ObaaT npociegaBaHy npes Mecel. [Josara Tpabea na 6vpae HamaneHa ¢ 25-50%,
aKo Mna3MeHUTEe HHBA Ha KpeaTHHHH ce yBeaHuar ¢ nmoseue oT 30% uan Oa3obaTa MUHHA, JOPH Ja OCTaBAT
B HOpPMaJIHHTE CTOHHOCTH. J[03aTa TpabBa na Obae HamaneHa Haii-manko ¢ 50%, ako ce Habmoaapa
NOBHILIABAHE HA KOHIEHTPAILMHTE HA CEPYMHMS KpeaTHHUH Hag 50%. |

Tepanuata ¢ UHKJIOCIOPHH TpAOBa Ja Oble NpeKbCHATA, AKO CNell eAUH Mecell He ce HabmoAaBa eeKT oT
oTipefencHaTa 103a.

KoHLeHTpauunTe Ha ypes cblio TpAOBa fa ObIaT U3MEPBaHH HNpeAH Ha4alIOTO U Npe3 IIBPBUTE 3 Mecena
Ha JIeYEeHHeTo. |
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3a na ce nocTUrHe Obp3a peMucHs, € HeoOXOAMMO J1a ce mpHeMa Jo3a oT 2,5 mg uukaocnopun/kg
TeJIECHO TETNO/AeH, pa3felieHa B ABa OTAENHH IpueMa. Axo cnex 1 Mecell He ce Habmofapa NOAOOpeHKe
Ha KOXHHUT¢ CHMIITOMH, THEBHATA [103a MOXE MOCTENECHHO Ja Obe YBenu4eHa ChC CTHIIKM OT 1 mg
LIMKJIOCTIOpHH/KE TENECHO TErTIo/IeH 40 MakCHMYM S5 mg LuKiocnopun/kg TenecHo Terio/aeH. 3a
NOAABPIKALIA TEpAIKs A03aTa TpAOBa Aa ObAe HaMaleHa J0 Hal-HHCKaTa eeKTHBHA J03a.

Jlo3zara ot 5 mg uuknocnopun/kg TesecHo Terno/aeH He Tpabea Aa 6bae HagBMIaBaka. Tepanusara
TpsdBa na Ope NpeKkpaTeHa NpH NAUKEHTH, IIPYU KOUTO Cliej] 6 CeAMHUM JedeHne ¢ 5 mg UKIocnoput/Ke
TEJIECHO TETJIO/AEH e Habo1aBa He3aROBOIMTENHO OJ00pABaHE HA KOXHUTE CHMIITOMH WM NPH MpPH
KOHTO ¢)eKTHBHATA A03a He ChBNAAA ¢ MOCOYeHaTa HHPpopMaLHsL.

IIpH mardeHTH, Npx KOMTO € HE0OX0nUMO 0cobeH0 OBp30 00NieK4YaBaHe Ha CUMIITOMHUTE, TEPAITHATA MOXKE
Aa Obje 3an109HATa ¢ 403a OT 5 mg UHKNocnopHH/Kg TENECHO Tero/ e, pa3ecHa B Asa IpueMa.

%) HedpoTHyeH CHHAPOM | |
Jlosata TpabBa na 6pa¢ onpeneneHa HHINBHAYANHO, KATO €€ OTHHTA ePHKACHOCTTA (MPOTEMHYPHA) H

CHrypHOCTTA (IJ1aBHO KOHLIEHTpALHUTE Ha CEpyMHHA kpeaTuHuH). [lozaTta He TpaOBa Za HaABHIIABa 5 mg
HUKI0CnopuH/Kg TENECHO TErNO/ACH NpH BE3PacTHU H 6 mg nuKIocnopua/kg TeNecHO Terno/eH npu

i(< 15

3a na ce nocTurse Obp3a peMUCHR Ha HeGPOTHIHHS CHHAPOM, J03aTa He TpA6Ba Ja HA/[BHINABA 5 mg
LIMKJIOCTIOpUH/KE TENeCHO TErno/AeH K032 3a Bb3PAacTHU U 6 mg LHKIOCIOpHH/KE TenecHO Teriio/AeH npH
Jena, npu HopMmanHa 6s6peuna Gpynkuus. [Ipu cpluecTBYBal0 HEEKCLIECHBHO YBpexkaaHe Ha Op0peuHaTa
¢pyHKUMS HavalHaTa A03a He TpadBa Ja HaaBulnaea 2,5 mg quKIocnopuH/kg TenecHo Terao/oeH (BaxkHa
3abenekka: MPOTUBOMOKA3aHH Ca KOHLIEHTPallMd Ha cepyMHHuA KpeaTHHHH Haz 200 umol/l npu Bs3pacTHn
1 140 pmol/]l npu geua). Tesu naumenTu TpAGBa fa OBAAT NpOCHEAABAHH HETIOCPEACTBEHO.

3a noJabpKanla Tepanud gosata Tpabsa ga Ophe peayurMpaHa NOCTENEHHO 10 Hali-HHCKaTa e eKTHBHA
103a.

JKenanara TOTalHA [LU1a3MEHa KOHLIEHTpaLlA Ha LIHKJIOCIOPpHH € B rpanunure 60-160 ng/ml (m3Mmepena
ChC crendUUHN MOHOKIIOHANIHM aiTuTeNna). B HavuanoTo Ha Teparuara TpadBa eXXeIHEeBHO Ja ce
MPOBEPABA NATY KOHIEHTPALMATA € B T€3H IPAHMLH, CIIEH KOETO KOHUEHTpauuuTe Tpiabsa aa 6paat
H3MEPBAHH NPe3 2 CEAMHIIY. | -

[Tpe3 mepBHTE 3 MECENa Ha TEPANMATA CEPYMHUTE HUBA Ha KPEATHHUH Tpabsa aa 6B4aT npocneaaBaku
PEryNsipHO, Thil KaTO LHUKIOCIIOPHH MOKe 12 YBpenu Op0OpeuHaTa QyHKIHA (Ha BCEKH 2 CeAMULM MPH
MAUHEHTH ¢ HOpManHa Ob0pevHa QYHKIUS HIIH BEAHBXK CEAMHYHO IIPH NMAI[HEHTH ¢ HapylieHa ObOpeyuHa

GYHKUHUA).

AKO KOHLEHTPALMATE Ha KPEATHHHH OCTAHAT CTabMIHY, HHBATA TPAGBa CHOTBETHO Ha OBAAT H3MEPBAHH
npe3 UHTEpBaH 0T 2 Mecena. flosara Tpadbsa ga 6vae peayuupada c 25-50%, axo nyasMeHHTE HMBA Ha
KPEAaTHHHH ce yBenuyaT ¢ nosede oT 30% Hal H3XOAHUTE CTOMHOCTH, AOPH H Xa OCTABAT B paMKHTE Ha
HOpPMaNHUTEe CTOHHOCTH. Jo3aTa TpAbBa aa O0nac perynupana Hali-Manko ¢ 50%, ako ce HaOmoAasa
NOBHIIABaHe Ha KOHLIEHTPALHHTE Ha CepyMHMA KpeaTHHHH Hah 50%. Tepanusra ¢ HUKIOCIOPHH TPiIOBa
na Obe NpeKLCHATa, aKo He ce Habmonara eeKT OT peAyljHpasaTa JO3UPOBKa B paMKUTE Ha 1 mecel.

Hauanuara 103a QHKIOCTIOPHH TpAOBa a Obje HamaneHa ¢ 25-50% NpH MauyeHTH ¢ TeXK0 YepHOIPpOOHO
YBpeKAaHE. - :

L
Mosxke a ce npenopbya NpHIIoKEHHE Ha IHKIOCTIOPHH B KOMOMHAIIMS ¢ HACKH JI03H HEPC
KOPTHKOCTEPOMAH, aKO epHKACHOCTTA HA IIHKIIOCTIOPHH, NPHIOKEH CAMOCTOATEIHE, H
0CO0EHO NPH NALUEHTH C PE3HCTEHTEH KbM CTEPOHIU HEPPOTHIEH CHHAPOM. /,f 5 e




3) TeXXbK PEBMATOUNEH APTPHT

Ti KaTO UNKIOCIOPHH MOXE Ja HapyIuK Ob0pevHara GyHkuua, 6a30BaTa CepyMHa KOHLCHTPAIUA Ha
KpeaTMHHH TPAOBa 1a Obae H3MEpBaHa Hali-MaJIKo JBa ITBTH MpeAU HaYUIOTO Ha TepanuATa. IIpe3 nbppus
MECELl OT TEPAIHATA HUBATA Ha CEPYMHMA KPEaTHHHH TpA6Ba 1a ce MOHUTOPHPAT €KeCeAMHYHO H ClIe]

TOBa Npe3 CleABaluTe 3 Mecela Ipe3 HHTEPBANH OT 2 CeMHUIIH. AXO HHBATa Ha CEPYMHUI KPEaTUHHH
OCTaHaT cTabUNHH, Te MoraT Aa 6bjaT npocieddBaHH MPH MECEUHH HHTEPBAIH: HEOOXO0HUMO € IIO-YECTO

Npocrie/aBaHe, ako € NOBHIIeHa A03aTa Ha MHKJIOCMIOPHH, ako ca npunoxery egHospeMenHo HCTIBC
unu go3ara Ka HCIIBC ¢ ysennyena. [{ozara Tpa6sa aa 6sac HamaneHa ¢ 25-50%, ako HHUBaTa Ha
CEPYMHHA KPEaTHHHH Ce NMOBHLIAT ¢ nioBeve OT 30% Hag H3XOAHHTE CTORHOCTH, AOPH M Ja OCTABaT B
HOpMATHHTE rpaHHIiH. AKO ce HabmoAaBa MOBHIIABAHE HA CEPYMHHTE KPEATHHHHOBH KOHLICHTPALIHHA HAY
50%, no3ara Tps06Ba na Onae peayuupana Haii-manko ¢ 50%. TepanuaTa ¢ HHKNIOCIOPHH TpsaOBa Ja Obe
MPEKBCHATA, aKo He ce HabnioziaBa edexT KbM pefylpaHaTa 403a B paMKuTe Ha | Mecel,

3a na ce rapaHTHpa CHIYPHOCTTA Ha MAUMEHTHTE N0 BPEME HA TEPalKi Ha peBMaTOHAEH apTpHT, TpalBa

na ObJiaT MOHHTOPHPAHHM CIICIHHTE APAMETPH MPH CHA3BAHE HA CICIHATE HHTEPBAIU:

- XemaronoruyeH npopun (dpoi epUTPOLUTH, TIeBKOLATH K TPOMOOIIUTH): B HA4aJIOTO Ha TepanuiTa
M clle]l TOBa npe3 4 CeqMHUIM | |

- UepnoppoOHa pyHKUHSA: B HAYAJIOTO HA TepaluiaTa U CIEH TOBA IIpe3 4 CCOAMHULIH

-  Craryc Ha ypUHAaTa: B HA4YaIOTO H CICA TOBA Npé3 4 ceAMHLH |

-  Kp®BBHO HasiArane: B Ha4aJoTO Ha TepaIuATa, CICA TOBA Npe3 2 CeAMHLIH B paMKHUTE Ha 3 Mecena u
cliel TOBa npe3 4 ceAMHUIH. |

- Kanuii, TMNHAK: B Ha4anoTo Ha TEpanuATa H Clej ToBa npe3 4 ceaAMUnn

[IpenopbunTenHaTa N03a Npe3 HAYANHUTE 6 CEAMHLM OT JCYEHUETO € 2,5 mg UUKAOCHOPHH/KE TenecHo
TerNn0/I¢H, IPUETa B ABA OTAENHHU NpHeMa. AKO € HeoOX0JHMO, B 3aBUCHMOCT OT MOHOCHMOCTTA, J03aTa

MoOXe Na Oble HaManeHa oA 2,5 mg nuknocnopua/kg TENECHO TErno/AeH. AKO TepaneBTHUHHAT €EKT €
HE3aJOBOJIMTEIICH, HEBHATA 1032 MOXKe Ia Oble yBenuyeHa IOCTeNEeHHO B 3aBUCHMOCT OT

TOJNIepaHTHOCTTA. JIHEBHATA 034 OT 4 mg HUKIOCTIOPHH/KE TeNIECHO TErNNo/deH OOMKHOBEHHO He TpaAOBa
Ia 6bae HajBHIIaBaHa. B Hakou OTAeNHM Chyydan MOXe fa ObJie JONMYyCHATO YBeJIHYaBaHe Ha 03aTa Ao 5
mg nuknocnopun/kg renecHo Terno/AcH. AKO £03aTa ¢ YBEIMYH NPeAH TOBA, HiIMa Ja ObAe Bb3MOXKHA
NPAaBUIHA NPELICHKA HA e(eKTa Ha CYOCTaHIIUATA H CHILECTBYBA PHUCK OT Npeo3UpaHe.

[Ipu nopippxkala Tepamus go3ara Tpﬂﬁﬂa na Opae peaynHpaHa A0 Hak-HUCKAaTa HHAUBHIYAITHO
e(eKTHBHA 1034,

[{uknOCNOpHH MOXe fa ce Ipunara B koMOUHAaLMA ¢ HUCKH Ho3u kopTukocreporau u/unu HCIIBC (Biok.
T. 4.5 “JlekapCTBEeHU H APYTH B3aUMOICHCTBUA ).

1) Texku ynopute GOpMH Ha aTONWYEH JSpPMATHT

T KaTO NUKIOCMOPHH MOXe Aa Hapyud 6b0peynara Gynkuus, 6a30BaTa CepyMHa KOHLICHTpAllMs Ha
KpeaTHHHH TpabBa Jla 6be npocieqaBaHa Hali-Manko 2 IrbTH IPEH 3ano4BaHe Ha Tepanuara. Cnex Tosa
HUBATa Ha CEPYMHHA KpeaTHHUH TPpAOBa Ja ce MOHMTOpHpar npe3 2 ceamuuu. Joszara tpadsa xa Onae
HamasneHa ¢ 25-50%, ako HUBaTa Ha CepyMHHUA KpeaTHHHUH ce noBuar ¢ 30% nag 6a3zoBarta CTOHHOCT,
JOPH H JIa OCTAHAT B HOPMAJIHH IpaHUIU. AKO ce HaOMoAaBa NOBAIIABAHE HA KOHLICHTPAIMHUTE Ha
cepyMHHUA KpeaTHHHH Hax 50%, nozarta TpaOBa Ja ce peaynupa Hadi-maako ¢ 50%.

TepanusaTa ¢ nuknocnopuH Tpabea na OpAe NpeKbCHATA, aKo He ce HaboaaBa e(hekT OT peaylHpaHeTo
Ha Jo03aTa B paMKHTE Ha 1 Mecell. |

[

KGH].IEHTP&IIHHTB Ha yped TpﬂﬁBﬂ na 6npar M3IMEPBAHH IIPCOH 34I10MBAHCTO H 11O B



MakcHMaIHHTE CTOMHOCTH Ha YepHOAPOOHHTE €H3UMH H Gmupyﬁﬁn He TpaAOBa Ja HAIBULIABAT ABA IILTH
HOPMATHUTE CTOMHOCTH. -

3a aa ce nocruryge Opp3a peMHCHA, TPAOBA Ja ce IpHeMa 4034 OT 2,5 mg nuKkiIocnopun/kg TeecHo
TErNIo/eH, NpHeTa B IBa OTASIHY npuema. Axo He ce HabJroaBa 3afI0BOIUTEIHO NOAOOpEHHE cliel 2
ceIMHILM, THEBHATA 1032 MOXxe Ja Oplie yBeludeHa MaKCHMAJIHO A0 5 mg uukaocnopur/kg TenecHo
TerJIo/ AeH.

[TpH NauKeHTH ¢ KpaHO TEXKKH CHMITTOMH MOXeE [a C€ JOIYCHE HA4allo Ha TEpaNuATa C J03a OT 5 mg
LIUKIOCIIOPHH/KE TEIECHO TETJIO/IEH, 3a Aa C€ OBNAAEAT N0-0bp30 cuMmitoMure. Ilpu nocturane Ha
33IOBOJIATENICH pe3y/ITaT Ao3ara TpaOBa Ja ce HaMallK NIOCTENEeHHO U aKO € BE3MOXKHO IIPHEMBT Ha
LIMKJIOCIIOPHH Ja CE MPEKPATH.

JleyeHunero ’I'pﬂﬁBﬂ Ja CC€ MPCKbCHE IIPH NMMAIMCHTH, IIPH KOUTO HC CC Habn01aBa 3aJ0BOJIUTEIHO
HOHOﬁpBHHB Ha CHMIOTOMMUTE clied 6 ceIMHYHA TCparnmuia ¢ HMKIOCIIOPHH HITH IIPH KOHTO EEIJEKTHBHH.T&
n03a HaaBHILIABA IIPECIIOPHIATCIHATA.

HauuH 4 npoabDKHTENHOCT Ha NPHIOKEHHE
Kancynure ce nprueMar Heilu ¢ BOAA OT YelliMaTa Wi A0BK0B cOK. Te He Tpabea na CE& U3BAXIAT OT
OnucTEpa, OCBEH HENOCPEACTBEHO NpPeaH I'bIITAHe, |

Ioxazanua npu mpancniaumayuu.
AKO NpOAYKTHT HE € OWI NpUllaraH NpH npodwiakTika Wik JeucHue Ha GVHD, He chillecTByBa
cneddUYHO OrpaHHYCHUE Ha IPOABLKUTENHOCTTA Ha YoTpeDa.

Teacvk endozenen ygeum. |
[TpoabIKUTEIHOCTTA HA NpUJIOKeHHe TpA0OBa Aa Opae 3-16 Mecena.

Mnozo meodicku ¢popmu na ncopuasuc:

Cra"aapTHaTa NPOABDKUTEIHOCT Ha TEPANU C HUKIOCNOPUH OOUKHOBEHO € 12 ceamuitd, ColuecTByBaT
MOCTAThYHO AaHHM 3a MPUIOKEHHETO HA UHKIOCIIOPHH B KOHTPOIMPaHH KIMHHYHH MPOYYBaHHUS 32
neproau 10 24 ceaMuny. Hama noctaTrbyHO JaHHH 32 NO-NPOAB/DKHTEIHA NEPHOAH HA IPHIIOKCHHE.
[IpenoppuBa ce rpexbCBaHe Ha TEPAIHUATA, KO CE OKake HeBb3MOXKHO aieKBaTHO IeYeHHe Ha
XHIIEPTOHUATA, IOSBUIA C€ II0 BpEME Ha TepaliuiaTa ¢ IIMKIOCIIOPHH.

Heppomuvuen cunopom.
AKko He ce HaOmoaaBa oOneKyaBaHe Ha CHMITTOMHUTE Cleq 3 MeCcevHO ICYCHHE, TEPAMHATA C LINKIOCNOPHH
TpaOBa Aa Opae mpeKbCHaTa.

 Teacvk peamamoudern apmpum.

ChluecTBYBAT AaHHH 3a IPHJIOKESHHETO Ha LHKIOCIIOPHH MIPH KIMHHUHM NpOy4YBaHMs 32 MepHoId 10 12
meceria. Hama goctaTb4HO JaHHU 3a IPHIOKCHHETO Ha IIMKIOCIOPHH 324 NO-IPOIBJLDKUTEIHH NCPHOAH OT
BpeMe. AKO HE ce HabMoxapa BHAMMO OJOOpEHHE Cliel 3 MECEYHO JieYeHHE, IPUIIOKEHHETO Ha
LIHKJIOCIIOPHH TpabBa Ja Ob/ie NPeyCTaHOBEHO. |

Teacku ynopumu hopmu Ha nepCuUCMuUpau amonuyes 0epMamum:

Hait-06u1o Tpa6Ba a ce NOCTUrHe peMHUcHs cief 6-8 ceMUYHO AedeHue. HAMHYHUAAT KIHHHYEH OIUT,
HAaTpyMaH [PH OTHOCHTENHO MallKa IpyIa OT CeIeKTUPaHH NalMEHTH, KOKTO Ca pearupaiu Ao0pe Ha
JICYECHUETO C UKIOCTOPHH H HE Ca [I0Ka3aiu rojeMH Npob/ieMH C TOICPaHTHOCTTa, [I0Ka3Ba, HE AKQ CE




Iayuenmu 8 nanpednana gv3pacm -

OnutrsT ¢ ynorpe6ara Ha WMKIOCIIOPHH [IPH NALMEHTH B HallpeAHana Bb3pacT € OrpaHHyeH. Bbrpexu
TOBa HE Ca OTKPHUTH ClelUPUUHH npodiieMH NIPH NPHIOKEHHETO MY B MIPEIIOPHUHTENHA JO3HPOBKA.

B xIMHUYHH OIpOYYBAHHA ¢ HHKIOCIIOPUH 3a MOKa3aHUEeTO peBMaToOueH apTpuT, 17,5% or nauuedture
ca Ha BB3pacT 65 roguHU H Mopeve. BepoATHOCTTA 32 Te3H NAlMeHTH Aa Pa3sBUAT CHCTOMHA XHIIEPTOHHA U

MOBHIICHHE HAa CEPYMHMA KPEaTHHHH ¢ =50% Haj 6a30BHTE HHBA ce € YBenu4mia cien 3 no 4 Mecena
JIEYEHHE C LUKIOCIIOPHH. |

-

B KIMHMYHH IPOYYBAHMS C IIMKIOCIIOPHH ITPH TPAHCILIAHTHPAHH IALMEHTH U NAUEHTH C NICOPHA3HUC, ¢a
BKIIIOUEHH HEAOCTATHYHO Ha 6o MalMeHTH Ha Bh3pacT =65 rOAHHU C 1Ie] Aa ce onpeeNy JalH Te3
NAIMEHTH PEardpaT PasiiyHO HA TEPAMUATA B CPABHEHKE C MIIAAHTE MALUCHTH. B KIMHKYHATA IPAKTHKA
He e ChoOLIaBaHO 33 Pa3/IMKa B TEPANIEBTHYHHA OTTOBOP ITPH MIIAJH K Ba3pacTHH nmauueHTd. Haii-061m0
Tpsa6Ba Ja ce J031Mpa BHUMATENHO [IPH MalHEHTHTE B HallpeAHANa Bb3PacT, KaTo 0OHKHOBEHO Ce 3aIl04Ba
OT Half-HHCKATa J033; MO TO3H Ha4YMH Ce OTpa3sgBa MO-BHCOKUA PHCK OT HApyIlIeHa YepHoApoOHa,
6:6peyna 1 ChpAeYHa (PYHKI{HH, KAKTO H CbIILTCTBAINA TepanHud Ha Te3H ChCTOAHHA.

4.3 IIporaBonOKa3aHHN

[IpoTHBONOKa3aHUA 33 BCHYKH KOHIIEHTPAllMKA ¥ TEPANEBTHYHH [10Ka3aHUd

[TpHIOKEHHETO Ha IPOAYKTA € MPOTHBOIIOKA3aHO NP H3BECTHA CBPHXUYBCTBUTEIHOCT KbM
LUKITOCIOPHH UJIH KbM HAKOA OT JPYTCUTE CHCTAaBKH.

HeobxoauMo € BHUMaHue NIPY NPUIOKEHHE NPH TTALIUSHTH ¢ XUIIEpYPUKEMHUA (BIK "MBOro Texku
. (OPMH Ha NCOpHa3UC™).

IIp_omaomKaaaHm IPH APYTH TEPAaNE¢BTHYHH OKA3AHNWA, PAa3IUYHU OT TPaHCIUIAHTalHs
BnOpeuna auchynxuus (Bx. “Hedporusen cuaapom™)

-  HexoHTponupaHa XunepToHUA. AKO BE3HUKHE XHIIEPTOHHA MO BPEME Ha JIe9eHHE C LIUKJIOCITIOPHUH,
KOATO HE MoXe Aa ObJie alcKBATHO JIEKyBaHa, CE€ NPEenopbUBa Ad ¢€ HaMalli J03UpOBKaTa Ha
LUKIJIOCIIOPHH HIH 04 C€ IIPEKpaTH TEpArIHsTa.

-  Hexoxtponupauu undexunosnu 3abosspanua (Bx.ceino 4.8 “Hexenanu nexapcTBeHH peakiyu’™)

-  ApaMue3’a Ha H3BECTeH HJIH AUArHOCTHLIMpPaH MAJIUTHEeH TYMOP OT BCHYKH BHAOBE (BHK “MHOro
TexXKH GopMH Ha ncopHasuc™ M T. 4.8 “Hexxenann nekapcTBEHU peakuun’”)

JIpyry CBBP3aHY C NOKA3AHMATA IPOTHBOMOKA3AHUS
HuriocriopdH He TpaOBa aa Ob4€e nmpunarad Npu JCYEHUE Ha ncopuasnc peBMAaTOMIEH apTPUT U

dTOINH4YEH OCPMATHT IIPpH ACLA, TbH KaTO HIMA AOCTATHYHO KJIMHHYHH JAHHHU 3& NPHIOKECHHUETO IIPH Ta3H
rpyila NaldluCHTH.,

MHoro TexKu GopMH Ha IICOpUa3nC

[{uxnocnopHH He Tpa6Ba ja ce mpuiara Npy NalHEHTH C IICOPHAUC U € TEXKH YSPHOAPOOHH
HapyleHVs, IOBHIICHA TMAa3MeHa KOHIUEHTpalys Ha ypes W Kajluil Wid NpH JieueHHe Ha GopMH Ha
[ICOpHa3uc, KOMTO MOTraT 4a 6baat MPOBOKMPAHH WK OOOCTPEHH OT NPHUJIOXKCHUETO HA JIEKAPCTBEHH
MIPOJYKTH.

uknocnopyH He Tpabsa Aa 6bae npunarad eaHospemerHo ¢ PUVA (neuenue ¢ ncopaneH u UVA),
ceJIEKTHBHA YITPaBHONETOBa POTOTEpanusl, PETHHONAN HIH HMYHOCYIIDECHBHA TEPAIIL.

[1pHnI0OKEHHETO HA LHKIOCIIOPHH € MPOTHBONOKA3aHO [IPH MALHEHTH ¢ HCOPHA3HC Ha BE3pacT oz 18
roAUHY, IPH AIKOXONULH, ePHTPOIEPMUYEH UM [TyCTylapeH [ICOPHA3UC M NALUCHTH, KOK _*qa‘ﬁmm Ha
TepamnHs ¢ METOTPEKCAT 3a POABIKUTENCH IIEPHO OT BPEME, Thi KaTo HAMA IOCTaTh qm £o

OaHHH MpPH TE3H IPYIIH.

Texxxu vnopuTH GODMH HA IEPCHCTH ATOMUYEH OePMATHT

ar



[luxnocnopuH He TpAGBa na &bAe npunaraH 3a jJeueHde Ha GOpMHU Ha AaTOMHYEH JEPMATUT, KOHTO
pearupaT Ha KOHBEHIIHOHAHA Tepallis, ocobeHo Ha Tepallii C JOKATHU KOPTHKOCTEPOHIM,

[{uknocnopsH He TpAOBa Ja ObAe nmpunaral exHospeMeHHo ¢ PUVA WM celleKTHBHA YJITPaBHOJIETOBA
¢oToTEpanya nmpy NaLMEHTH € ATONUMEH AepMAaTHT (BHK “MHOro Texxu GopMH Ha IIcOpHasuc”).

[IpunoxeHneTo Ha MUKJIOCKOPHH € NPOTHBONOKA3aHO NPH NALHEHTH NoA 18 rofHHy U ANKOXOIHLH, Thi
KaTo HAMAa AOCTAaThbYHO KIMHUYHHA AAHHH IIPH TE3H I'PYIIM. |

4.4 Coensajng npegynpexiesus H NpeanasHd MepKH NpH ynorpeba "

[ IpenynpexieHus

Tos3u npoaykT ceabpxka 25,5 006.% ankoxon. AKO ce npUara KakTo € nokasaH, ¢ BCAKa J03a ce Ha0asAT
no 1,2 g ankoxon (24 xancynu). BeaMoxeH e pUCK 32 3/[paBeTo Ha NAIMEHTH ¢ YepHOoApoOHo 3abonsBaue,
JIKOXO/IHA 3aBUCHMOCT, EIHJIETICHA WIH MO3bYHO YBpeskJane, npu OpeMeHHy 4 fetia. EdekrsT Ha ApyTH

JIeKapCTBEHH IMPOAYKTH MOXKE Aa Obie IIOHWKEH WIH MOTEHIHPaH.

IlpeAna3HH MEDKH
Bnbpeunara ¢pyuxuus Tpadea Aa Obae npocieaspaHa HETIOCPEACTBEHO, MOpaaH pncxa OT HHEYKIUA Ha

Ob0pevHa HeOCTaTLYHOCT.

KpbBHOoTO HasIrane TpAOBa Aa Oble U3MEPBAHO PEryaspHO MO BpeMe Ha Tepamnus ¢ [{ukno 25 mg
Kancynud. Tpabsa na ce npeanpHeMaT ChOTBETHH MEPKH 34 ICYEHHE Ha XUNIEPTOHUA.

YepnoapobHara pyHkuus tpabea 1a 6bae HENOCPEACTBEHO MOHHTOPUPAHa NOPAfH PHCKA OT HHAYKIIHSA
Ha YyepHOopoOHa HEIOCTaTEYHOCT.

[IpenopryBa ce fa ce H3MEPAT HUBATA HA MA3HHHHU B KPBBTA NPEAK HAYaJIOTO H ClIel IbPBUX MeCeL[ OT
NSUEHHETO. AKO ce Hablo1aBa MMOBHILIABAHETO HM, € HeOoOX0MMMO A2 ce 00ChIH HaMalldBaHe Ha No3ata
Ha [luxno 25 mg kancynyu w/unm orpaHutaBaHe IIpHeMa Ha Ma3HUHH ¢ XpaHara.

Te# KaTO HUKTOCNOPKHH B PEAKH CAy4ad MOXE Ja IPHYHHU XHNEPKATHeMHA, XUIIOMarHe3aneMus HIIH 4
000CTPH TIpeAM TOBA CHLICCTBYBAIH CHCTOAHMS, CE NPENOPBHYBA MPOCICAABaHE HHBATA Ha Kaluit K
MarHesui, 0co0eHo MpH MaLHeHTH ChC 3HAYUTENHO HapymeHa 0p0pevna GyHKus.

[Tpu nanueHTH Ha TEpanmus ¢ HKIOCIIOpHH TpAOBa Aa ce H304arasa [IPHIOKEHHETO HA KANHH-ChXpaHsBanly
JHYPETHIIH, TEKAPCTBEHH NPOAYKTH, ChABPKALHN KAJIHNA U 3HAYUTENCH IPHEM HA XpaHH, CbIbpKALIU
KaJlui.

L{uxnocnopun He TpaOBa aa Obae npunarad B KoOMOHHALIHA C APYTH HMYHOCYHPECOPH, OCBEH
KOPTHKOCTEPOMAH, BBIPEKH Y€ CHIIECTBYBA TECHACHIMUA 32 NPHIOKEHHETO HA HUKIOCIOPHH ©
a3aTUOIMPHH HIH ZPYTH UMYHOCYIIpECOPH (BCHYKH B HUCKH J03H), 33 Ja € HaMaJIH PUCKa OT HHAYLIHPAHO
OT LIMKJIOCTIOPHH HapyleHre Ha 6n6pevHarTa dyHkius uax 6u6peuro yppexaane. IIpekoMepHata
UMYHOCYIIPECHA MOXKE Ja JOBeRe A0 NOBHIISHA NOJATNHBOCT KbM HH(PEKIUK M BEPOATHO Pa3BUTHE Ha
MaJIMrHeH UM oM (rnaBHO He-XOMHKKHHOB TUM(AOM H PETUKYIOCAPKOM).

LluxnocnopuH He TpAOBa Ja Obae npunaras B KOMOMHALHA ¢ APYTH KAJLUHEYPHHOBU HHXUOKTOPH KaTO
TAKPOJIHMYC, Thil KATO HE C€ OUaKBa NOTeEIUpaHe Ha ePeKTa, a 3aCHIBAHE Ha HEXKENaHUTE JIEK&]JCTBBHH
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br6peunara Qyukiua (ocobeHO cepyMHHTE KpeaTHHHHOBH HHBA) TpAOBa aa Obae mpocieaiBaHa Ha
YECTH MHTEPBAIH, aKO ¢IHOBPEMEHHO Ce MPUIATAT APYTH ChEAHHEHUA ¢ U3BECTEH HEPPOTOKCHHEH
notreHuyan, Ao ce Habnopana 3HaYHTENHO YBpexaade Ha OpOpeunara QyHKUMA, A03aTa HA
CBENIBTCTBAIMA NPOAYKT TpAOBa Aa Obe HaMaleHa WK Ja Obae o6cneHa allTepHATHBHA TEPAIlud.

Bropeunara Pynxuus TpaOBa Aa 6bae HENOCPEACTBEHO NIPOCCAsBaHa IPH HAIMCHTH, KOHTO
€{HOBPEMEHHO Ca NPHEMAIIH JIEKADCTBEHH NPOJYKTH, ChAbpXalnH pudpard. Moxe aa ce HaToXH
npexparaBaHe Ha IpUeMa Ha ChITFTCTBALIHA IIPOAYKT, ako e HabmoaaBa 3HAYHTETHO YBpekK/jaHe Ha
6u6peunaTa ¢ yHKIHA.

AKO ce HabMOAaBaT 3HAYHTEIHH IPOMEHU B KOHLIEHTpALMATa M OHOHATHYHOCTTA Ha IUKJIOCIIOPHH 10
BPEME Ha ¢IHOBPEMEHHO NpHIoXKeHHe ¢ orlistat, npHueMbT HA NPOAYKTa TPAOBA Ja ObJe NPEeKbCHAT.
[IpunoxeHKHeTO Ha JIEKAPCTBCHK NMPOAYKTH MIN XPaHUTENIHH J00aBKH, KOUTO ChabpxkaT Hypericum
perforatum (KBAT KaHTapHOH) [0 BPEME Ha JIeYEeHHE ¢ LIMKIOCIIOPHH Tpa6Ba Ja ce H3bArBa, Thif KaTo Te
MOraT A3 NOHKXAT e(eKTa Ha UHKIOCIOPHH.

T kaTo HUpEAUTINH MOXKE Jla Ipei3BHKa THHTHBANHA XUIIEPIUIa3us, TOi He TpabBa fa ce Npuiara npu
NMaLMEeHTH, KOUTO IIOKa3BaT Nponudepalua Ha BEHENa 10 BpeMe Ha Tepallusi C LMKIOCIOPHH.

AKO €IHOBPEMEHHOTO NMPUIOKEHHE HA CYOCTAHIIHH, KOUTO YBEJTHUABAT HJIM HAMATABAT OMOHAMHMYHOCTTA
Ha LHKJIOCHOPHH He MOXKe fa ce u3berHe, ce npernopbyuBa HENOCPEACTBEHO MOHUTOPHPaHe Ha HHBATa Ha
UHKJIOCIHOPHH B KPbBTA H CHOTBETHO ONpeAEIfHE Ha J03aTa, OCOOEHO IIpH 3alI0YBAHETO U
[IPEKPATABAHETO Ha NPUIIOKECHHETO HA CHITETCTBALINA MEIHKAMEHT. |

HeobxoquMo € BHUMaHHE NIPH €XHOBPEMEHHOTO IPHIOKEHHE Ha IIUKIOCIIOPHH ¢ N-MeTHI-
THOTETPA30JOBHU LePanOCIOPHHH.

Tpabea ga ce u3b4rea npueM Ha COK OT rpedndpyT Mo BpeMe Ha TEpPallHATa ¢ LUKJIOCTIOPHH.
3a ApYIrH NOKA3aHUA OCBEH TPaHCIIAHTAUMH

AKO Ce OKaX€ HEBb3MOXKHO OBIAJIABAHETO HA XMIIEPTOHHUATA, KOSATO € BE3HHKHANIA NO BpeMe Ha
TepanuATa ¢ LHKIOCMOPHH, A03aTa TpAORA Ha C& HAMAIH HIH JICYEHHETO 4a C€ NPeKpaTH.

[To BpeMe HA MpHeM Ha BHKIOCIOPHH, KaKTO H NIPH Tepanus ¢ APYTH HMYyHOCYTIpECOpH, ce Habmoaasa
NOBHIIEH PHCK OT THM¢ONpoaHdepaTHBHH HAPYLICHUA U Pa3BUTHE HA MAJTHTHEHU TyMopH. I]anuesTH,
NpHEMALIH THKIOCIOPHH, 0c00eHo 3a IpoabJDKUTENeH IEPHO OT BpeMe, TpAbBa aa 6vaar
HENOCPeACTBEHO MPOCIEASBAHN 33 HAYaJ IHH [IPU3HAI HA Te3H HapylleHud. 1epanusTa TpabBa na Opae
NpexpaTeHa, ako ce HabmoaaBaT NpeKaHUePOreHHN U KaHUCPOreHHH H3MEHEHHA.

Baxksa MapKa 3a CHCYPHOCTTA I10 BpeM¢ Ha MOHHTOpHMpaHe Ha TEpanuATa IIpH MalMeHTH ¢
TPaHCIINAHTALMS, YBEHT HIH HEQPOTHUYCH CHHAPOM € H3MEpPBaHETO HA TOTATHUTE IJIa3MEHH
KOHLISHTpAIIXH Ha HUKIOCMOPHH ChC cneumbnqnu MOHOKJIOHAJIHH aHTHTena (BXK. 4.2 “JlosHpoBKa-
OpranHa TpaHcnadTanus’ ).

MHoro TexxkH (OPMHU Ha TICOPHAa3NC
HuxnocnopuH He Tpa6Ba na ObAe puUIarad B paMKUTe Ha 4 CEIMHUM cnef MpeKbCBaHe NPHIOKEHHETO

Ha eTpeTHHAT. IIpH nauueHTH, KouTo ca OWIM Ha npoxbpkuTenta Tepanus ¢ PUVA muiocnopuH Tpsabsa
Ia OBJe [puiarad ¢caMo clieJ BHHMATENHa OLieHKa Ha O4YaKBaHAaTa MOJi3a B CpaBHEHHE C l';DTﬂHﬂl’»jaﬂHHﬂ
pucK {[TOBHIIEH PHCK OT paK Ha KOXKaTa). | N A

"
Al -
- J-.‘- ]
1 r

[Manuentute TpsOBa 1a H30ATBAT MPEKOMEPHO H3JIaraHe Ha CIbHYEBA CBETJIHHA.
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3abenexka
AKO IIpH NalHeHTa C€ NOABAT KOKHH H3IMESHEHHA, KOUTO He €a HAIIBJIHO xapamepnn/'mnnqnn 34
NCOPHA3HC U MOTaT Aa NPeACTABMABAT NPU3HAUM 33 Pa3BHTHETO HA KOXKEH pakK, mycosis fungoides wnu

KO’KHa NIpeKaHuepo3a (Hamp. 6oaecT Ha Bowen), Tpa0Ba na 6ble HazHaYeHa OHMONICHA NPEAH HAYanoTo Ha
Teparnus ¢ UUKIOCIIOPHH. - |

TTanueHTH ¢ MATHTHEHH KOXKHH H3MEHEHHA WM 3HAYMMH [PEKYPCOPHH €TalH TPpA6GBa Aa 3aloYHaT
Tepanus ¢ IMKIOCIIOPHH CaMo cie] IOAXOAAUIO IEYEHHE Ha TE3K HapYIIeHMd H aKo HAMa JPYTo
NOTEHLHATHO €(DeKTHBHO aAITEPHATHBHO JICUeHHE.

- HedpoTHUEH CHHAPOM

Twit KaTO NALHEHTH ¢ IpeBApHTENHO ChIIECTBYBALIO YBpekdaHe Ha On0peunara QyHKIHA MOTaT Aa
NOYYBCTBAT JOMBIHHTENHO BIOLIABAHE IPH OPHIOKEHUE HA IIPOAYKTA, Te TpaOBa Ja obAar
HEMoCpeACTBeHO npoceasBany. JIAMHTHT Ha 6330BaTa KOHIEHTpALWs Ha KPEaTHHHUH, IIPH KOHTO ¢
BB3MOXHA Tepamus IPH NOBHIIEHO BHUMaHHe NPH MakCUMaiHa J03a ot 2,5 mg/kg TenecHo Terno/aeH ¢
200 umol npu pe3pactHr 1 140 pmol/] npu gena.

[TauueHTH ¢ HeQpOTHYEH CHHAPOM He TpsabBa Ja NMpHeMaT UKIIOCIOPHH, aKO HMAaT HEKOHTpOJMpana
XUnepToHMA. ChIUECTBYBA NOBHLIEH PHCK OT BIOIABaHe Ha ObOpeyHaTa (DYHKLKA NpH NPUIOKERHE Ha
NPOAYKTa [I[PH NAUMEHTH B HalpeAHana Bp3pacT.

I1pu Hakow mayKeHTH ¢ HedpOTHHEH CHHAPOM MOXe Ja Ghjie TPYAHO pa3o3HaBaHeTo Ha OB0peuHo
YBPEXKIaHE, HHAYLHPAHO OT LMKIOCIOPUH, aK0 € MACKUPaHO OT €HOBPEMEHHOTO 00JIeK4aBaHe Ha
KITMHUYHUTE CAMIITOMH. [IpenopsUBa ce Aa ce H3BbpiIN OhOpeuHa GHoncHd, ako JeYeHHEeTO Ha
He(pOTHYEH CHHAPOM C LUKIOCHOPUH TpAOBa Ja Obe NpoABIDKEHO 3a MPOABJDKUTENECH [IEpHOT OT BpeMe

(nanp. vag 1 rox.).

Tepanusg Ha T&KKH YIIOPUTH GOpPMH Ha aTONUYEH NEPMATHT
[TanuenTrTe TpaOBa Aa W30ArBaT NpeKOMepHO H3laraHe Ha CITbHYEBA CBET/IHHA.

Tpabea ga ce rapanTHpa H3IEKYBAHETO HA BEPYCa Ha BapHIENa U APYTH BUPYCHH HHQEKLHH Npeau
3anoyBaHe Ha TeparHtA ¢ MUKIOCHOPUH (Hamp. BKIoYBamy molluscum, KoHAWIOMa, MHOIOOpORHH
OpagaBHLIK).

AxtusHHU HHpekimn ¢ herpes simplex u herpes zoster TpsaOsa ga OpAaT M3JIEKYBAHU NpeAH HAYANIOTO Ha
TepanHuAaTa ¢ UKIOCIIOPHH. AKO TE3H HapyllleHUs Bb3HHKHAT I10 BpEME Ha JEYCHHETO C NNPOAYKTA, TE HE
NpeAcTaBiaBaT NPpHYHHA 33 IPEKhCBAHE HA TEPANHATA ¢ HUKIOCHOPHH, aK0 CE IPEAMNONOKH, Ye |
HHeKIUATA HE € TEKKa.

Koxuu undexunn cue Staphylococcus aureus He ca abComoTHO NPOTHBONOKA3AHKE 3a TEPAIIHATA C
LMKIOCIIOPHH, HO € Heo0X0AuMo NPOBeXaHe Ha MOAXoA41a aHTHOHOTHYHA Tepanusa, TpadBa ga ce
u304rsa NPIIOKEHUETO HA IEPOPATIEH EPUTPOMMUIIMH, Thil KATO € H3BECTHO, Y€ MOXE Ja NPHYUHH
NOBHIUABAHE HA IU1a3MEHUTE KOHUECHTPAHH Ha UMKiocnopuH (Bix T.4.5 “JlekapcTeeHy H IpyTrH
B3aUMOAEHCTBHA ). AKO HE € Bb3MOXKHO H3NOA3BAHETO HAa aJITEPHATHBA, CE NPENophUBa HENOCPSIACTBEHO
npocieasBase Ha JIa3MeHHTe KOHLCHTPALUH Ha HHKIOCOPpHH H ObOpeyHaTa QyHKIHA U IIPOBEPKA 34
NpH3HALH Ha HeXKeNaHH JIEKAPCTBEHH peakiiiy Ha HKIOCIIOPHH.
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4.5 B3anmMopeilicTBHE ¢ APYIrHM JeKApPCTBEHH NPOAYKTH H APYrH GOopMH Ha naaﬂmonemnne
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Heobxoaumo e ocobeno BHuMaHHe IpH KOMOUHHEpPaHO IPUIOKEHHE Ha LUKIOCIOPHH C APYTH
CyOCTaHLKH C U3BECTEH He)pPOTOKCHYEH MOTEHUMAN (HaTIp. AMUHOIVIMKO3UIM KATO FeHTAMHAUMH M
ToOpamuuuH, amdotepunun B, nunpodnokcauny, mendanas, TPMMETOIIPHM H CYl(haMeTOKCa3oln,
BaHKOMHUKH, HCIIBC xato auxnodenak, Hanpoxcen u cynuuzak) (suk T.4.4 “Crienuanm
NpEeRyNpeXACHUA K NPEATa3sHY MEepKH NIpH ynoTtpe6a”).

ChoOLIeHH ca OTACNHH CIIyYau Ha 3HAYHTEIHO, JOPH obpatuMo yBpexnane Ha 6p0peunara GpyuKkuma (Che
CHOTBETCTBAIIO MOBHIIABAHE HA CCPYMHHUA KPEATHHUH) NIPH HaUMEHTH C OPraHHa TPAHCIUIAHTALHS,
pHEMAINH €AHOBPEMEHHO (pubpatu (Hanp. 6esadubpar, penopubpar — Bwx T. 4.4 “Criermanay
PEAYNPEKRECHUA H IPEANA3HY MEPKH IIPH yrioTpeba”). | |

IIpu eanoBpeMenHo npuioXkenne Ha AuKIOhEHAK U LIHKIIOCIIOPHH Ce HalJioAaBa 3HAYUTETHO
TOBHLIABAHE HA OHOHANHYHACTTA HA THKIO(PEHAK H CHOTBETHO HA PHUCKA OT WHOYKUHS Ha 0bpaTHMa
0b0peuna HemocrarbuHocT. [ToBHIIABAHETO HA GHOHANMYHOCTTA HA OUKIO(EHaK BEPOATHO € CBhP3aHO C
PEIYKIHATA HA HHA4C BUCOKHS first-pass epekt Ha cyGcTannusra. Jlosata Ha AuKIodenak TpaOBa
CHOTBETHO Jia §p/e HamaseHa, o

Opnucrar notHcka abcopOuuaTa Ha MA3HHHATE OT XPAHATA U IO TO3H HAYHH MOKE Jia TIOBJIHAC Ha
OHOHANIMYHOCTTA Ha LMKIIOCTOPUH, HamHyHNTe JaHHHU [IOKA3BAT, Y€ TOBA MOXKE Ia ce OTHAacs caMo 3a
[ICPOPAIHO NPHIIOXKECHHTE NMPOAYKTH, ChABPHALIM HKIOCHOPHH (BIK T.4.4 “Crneunaiyu
NpERyNpexJeHUA U Npe/na3sHu MEPKH [IpH ynotpeba”).

Pasnuunu cyberannyu Morat xa NpUYMHAT NOBUIIABAHE WM HOHMIKABAHE HA TOTAIHATA [UIa3MEeHA

KOHLEHTPALMA Ha LMKJIOCIIOPUH Ype3 KOHKYPEHTHA HHXUGHINA HIH HHAYKUMA HA 4epHOAPOOHHUTE
CH3HMH, BKIIIOYCHH B MeTa00JIU3Ma ¥ €IMMHHHPAHETO Ha LIMKJIOCHOPHH: TOBA C€ OTHACA OCOBEHO 32
nuToXpoMm P450 oxcupasa.

CyOcTaHUHMKTE, KOMTO MOraT Aa JOBEAAT Aa MOBHILEHA TOTANHA IUIa3MEHa KOHIEHTpAaLug Ha

' IUKJIOCNOPHH €2 KETOKOHA30J ¥ € NO-CN1abo n3paseH edeKT — QUIyKOHA30 H HTPAKOHA3OM, HAKOH
MaKpOJMIHH aHTHOMOTHIM KATO EPHTPOMMUIIIH, KIAPHTPOMHUUHH, HO3aMUIIMH, MO3HHOMKLUH U
NIPHCTHHAMHIINH, AOKCHLMKIIMH, NEPOPAIHK KOHTPALCNTHBH, TPponadeHOH, METHIINPEAHH30IO0H (BEHB
BHCOKH JIO3H ), METOKIIOTIPAMH I, AaHA30], AMHOKAPOH, XOMHHOBA KUCEIHHA M HellHUTe JCPUBATH, HAKOH
KIUMEBH AHTarOHHUCTH (KATO JWITTHA3eM, HUKAPAHIMH, BepanaMui 1 Mubedpaaun) (Bux T.4.4
“Crienansy npeaynpesxaeHUA H NpeAnasHu MepkH npu ynorpe6a”).

CyOCTaHUUHTE, KOMTO MOraT a PEAYLMPAT TOTANHATA I1a3MEHa KOHIIEHTPALAS Ha LHUKIOCIOPHH ca
Gapburyparu, kapbamaszenus, GpeHHTOUH, METAMH30J, PAAMITHIINH, HabUUIHH, OKTpeoTHa, npodyKol,
TPOTJAHTA30H H HHTPABEHO3HO (HO HE MepPOpalHO) NPHIIOXKEH CYI(PaiHMUIUH, TPUMETONPHM H IPOAYKTH,
CBABPKAILM HCHAT KAHTAPHOH (BHK T. 4.4 “ClENUATHN PERYTIPeXACHH U IPeATa3sH MEPKH npu
ynorpeba’).

IIpH eqHOBpPEMEHHO NPHIOKEHHE HA HHKIIOCIOPHH ¢ TAKPOJIMMYC MOTAT 44 ce HabIoqaBar
CHHEPrHYHH/3NUTHBHH HePPOTOKCHYHH eEKTH U YABIKABAHE HA HONYXKHBOTA HA LMIIIOCTIOPHH (BHK
T.4.4 “Cneunansy npeIyIpexAcHHA U IPEANasHi MEPKH IIPH yroTpe6a”).

[{ukrocnopyH MOXe 2 ROHIKM KAHPBHCA Ha AUrOKCHH, KOMXMLMH, CSE-MHXHOGHTOPH KaTo T0BACTATHH
i NpeaHH30710H. ToBa MOke Aa AoBefe OO IOBUINABAaHe TOKCHYHOCTTA HA QUTOKCHH U TEXECTIaHA

MHanrua, MHaCTCHUA, MHO3UT U pabnoMuonu3a). I1o Ta3u npuunHa ce npenopeysa B g@é}uﬂy‘““" TN
OOMUCIIAHE Ha EAHOBPEMEHHOTO MIPUIIOKEHHE HA TE3H IPOAYKTH ¢ ITUKJIOCTIOPHH. ’

. .
: VAN
Et'f‘\‘ : ?':"l xp.h": " d }a
".&H .‘* ..;;I - L ol ’:,‘% w .
AN, v Y L
1"“;:"_"-:. 4 {?Ll b .-"'_TI‘Z

.....



3a nope4ye HHGOPMALKHA IO OTHOUICHHE HA IPHIIOXKSHHETO HAa XpaHH, 6oratd Ha Kaluil U HPUIO0XKEHUeTO
HA JICKAPCTBEHY NPOIYKTH, ChAbPKAIIM KATHR UM KaNTUHA-ChXPaHABAIIY JUYPETUIU BUXK T. 4.4
“CrieudaJHH NPOTHBONOKA3AHUA H CIICIHANHH IPSAYIPEKACHHA 3a YIIOoTpeda”.

[Tpn npunoxeHrueTo Ha N-MeTHI THOTPETPA30M0BH HehanOCIOPHHHE H LHKIIOCIIOPHH ca HabmogaBaHu
nucyndupam nogodHu epextd (Hamp. Antabus®) (BIK CBILOC T. 4.4 “Cnenyanay OpeaynpexiaeHus 1
npexnasHd Mepky nIpu ynotpeba”).

[Topaay KMYHOCYIIPECOPHUTE €(PEKTH Ha HHKJIOCIIOPHH HE MOXE Ad C€ H3KIIIOMH PUCK OT aTHITHYHY
NOTEHUHATIHO ONaCHU €(PEKTH OT HHOKYIALMA ¢ XUBY BAKCUHHU. 110 Ta3u npHYHHA HHOKYJIALHUA C JKHBU
BAKCHHH IIO BpeMe Ha Tepallii ¢ LHKIOCIIOPHH € MpOoTHBONOKa3aHa (Bmk T. 4.3 “IIporuBonokaszaHud™).
B13MOKHO € OTTOBOPBLT KbM HHAKTHBHPAHH BaKCHHM Aa Obae Hamaned. 1o Tasu npuinHa TpAOBa aa ce
onpenesd THTbPA NIPH MOHHTOpHpPAHE YCIIeXa HA HHOKy1anuaTa. Be3MoOXKeH e HaManeH UMYHEH OTTOBOP
KbM HHOKYJALHA ¢ YOUTU MHKpooprauu3Mu. Ilpu To3u cmydait cpiio TpadBa aa 6sae MOHUTOpHpAH
ycrexa OT HHOKYJAIlMA (Harp. ype3 olpeAe/isHe Ha TUThpa Ha aHTUTENATA).

Coxk oT rpeiindpyT B3aHMoeiCTBA CbC CHTEMATa LHTOXpoM P450 M o Tasu mpyMHHA MOXKE A3 [OBHIIH
[1asMEeHNTE HHBA Ha UUKJIocopuH. CTeneHTa Ha TO3H e()eKT ce pa3inyasa ChIECTBEHO IIPU PasIHYHUTE
HMHAKBUIH U He MOXKe Ja Obae npeaBuiaeHa (Buxk 1. 4.4 “CrnenHanHy NpeaynpexIeHus H Ipeana3HH
MepKH fpH ynotpeba”). | '

4.6 bpeMeHHEOCT H KbpMeHe

[IMKIOCTIOPHH € IoKa3al pelpoIyKTHBHA TOKCHYHOCT IPH ONHUTH C >KMBOTHH (ILTBXOBE H 3aiLH)
(Bk.5.3.IlpeauHU4HN XaHHU 3a 6e30macHoCT).

OnUThHT OT NPUNOKEHHE Ha MPOAYKTA IIpH OpeMeHHH XeHH € orpaHuyeH. [IpH keHH ¢ TpaHCIUIaHTalH
¥Ma JJaHHH, Y€ HKIOCHOPHH, KaKTO APYTHTE HMYHOCYIIPECOPH, IOBHILIABA BEPOATHOCTTA OT CHCLUPHIHH
3a OpeMEHHOCTTA YCIOXHEHHA KAaTO NPECKIaMIICHs, [IPEKAEBPEMEHHO pakaaHe ¢ HHCKO TEIO Ha II0Aa.
Hanuunu ca orpannyer Opoft HaOmoaeHus npy Jeua (Ha Bb3pacT oA 7 rOAHWHH), €KCIIO3HPAHH Ha
HMKJIOCMOPHH in utero. Te3n Aena UMaT HOpMATHA YepHOAPOoOHa QyHKIMA H KPbBHO HandraHe. He ca
NpoBEXKAaHH KOHTPOIHPAaHH KIHHHYHH NIPOYYBAHHUA NpHU OpeMEHHHM JKEHH.

[uknocnopuH TpAOBa Ja ce npuiara no BpeMe Ha OpeMEeHHOCT CaMO aKo OYaKBaHaTa I10/13a OT JICUCHUETO
HaJBULIABA IOTEHI[MATHHA PUCK 32 deTyca. BpeMeHHM KeHH, KOUTO MIPHEMAT LIMKIOCHOPUH TpAOBa Aa
ObJeT HENOCPEACTBEHO MIPOCIESIBAHH.

LIMiutocIopHH M alKoXoJ (ChABPXKa ce B Kancynute, Bk “Chcrap”) npeMuHaBat B kKbpMaTa. Maiiky,
pHEMAlIlH HMKIOCIIOPHH, He TpsOBa Xa KbpPMAT.

4.7  Edexru Bppxy cuocobHoctTa 32 modupane i pabora ¢ MAIAHE

HsMa U3BECTHH.

4.8 Hexenana JeKAPCTBEHH PEAKNHH

HesxenanuTte nexapcTBeHH peaKUMH NPH JEYSHHUETO ¢ HKIOCIIOPHH €2 3aBUCHMH OT J103aTa H HaMaJlABar
npu HeitHata peayKuns. [IpoguIbT Ha HeXeNaHKHTe JIEKaPCTBEHH PEAKLMH € NOJ00EH NP BCHYKH
TEPENEBTHYHY TIOKa3aHM, BBIIPEKH He ce HabnioJaBar pa3inuKy HO OTHOIICHHE HA YECTOTATa M TEKECTTA.
KonkoTo ca no-BHCOKH HATOBApBALKTE AO3H NPH [AUMEHTH ¢ TPAHCIUIAHTALMA, TOJIKOBA NI0-4ECTO CE
HabogaBar HexXellaHy JIEKApPCTBEHH peakuMy U Te MoraT Aa ObAat Io-TeXKH IPH Ta3H Ipy ‘tﬂagﬂan'rgm ,.
B CpaBHEHHE C MALMEHTHTE, JEKYBaHH 3a PYTH ChbCTOAHMUA. -

YecToTa Ha HEXelaHuTe peakuud 1o MedDRA xoHBeHmuATa:




Muoro uvecru (=1/10), wectu (=21/100 go <1/10), neuectu (21/1000 go <1/100), penku (21/ 10 000 go
<1/1000), maoro peaxu (<1/10 000)

HapyuieHrs Ha XpbBTA M JIHMQ;HaTa CHCTEMA

HeyvectH: aHeMUA
Penxu: ' JeBKOMeHus
MHoOro penKu: TPOMOOUMTONEHUS B KOMOHHALMA ¢ MUKPOAHTHONATHYHA XEMOJHTHYHA

aHeMHuA ¢ Op0peyHa HeIOCTATPYHOCT (XeMONUTHYHO-YPEMUYSH CHHIPOM )

CTOMAIIHO-YPECBHY HADYIISHHE

Hecrn: XHOEPINIACTHYEH T'MHIHBHT, TFaCTPOMHTCCTHHAIHMU YCIOXHEHHMSA, HAIP.
3aryba Ha ameTHT, TajAcHe, TIOBpbINAHE, JAHAPHS, TACTPUT HIH
FACTPOSHTEPUT -

Heuecrtu: CTOMAUIHA A3Ba

Peaxu: NaHKPEaTUT

MHoro peaxu: | KOJIMT

[{MKJIOCHOPHH MOXKE 2 NOBHIIM HUBATa HA OMAMpPYOHH U YepHOApoOHU eH3MMHU. To3u edeKT e 3aBUCUM
OT A03aTa M ¢ 06paTuM. Axo ce Habnonasa TakeBs edexT, fo3aTa TpAORa Ja Obae peaylUpaHa.

HBEY].[ICHHH Ha KOXaTd H [MOAKOXHATA ThbKaH

YecTw: XUNIEPTPHXO3a
Heuecru: aKHe, KOXKeH OOpHB HJIH KOXHH aJIEprU4yHU pealcunn ANOIELHA
Penxu: ~ epuTeMa, IIPYPUTYC

CroOuenu ca 6uiIM pa3BUTHE HA MAJTHTHEHH TYMOPH, 0COOEHO Ha KOXKaTa, IIPH NALHEHTH ¢ IICOPHA3HC,
KOHTO MPHEMAT LHKJIOCTIOPHH Clie[] KOHBEHIHOHAIHA Tepalusi.

Chpae4Ho-ChAOBH HAapYLICHHA
YecTtu: apTepHaIHa XHIIEPTOHHA
Peaxu: HcxXeMu4dHa 00/1ecT Ha ChpPLETO

Hapywienus Ha MMYHHaTa CHCTeMa

CnoblleHH ca pa3sBHTHE HA MANMIHEHH HEOIIasMHU U mumdbonponndepaTusay ebexrn. UectoTata H
pasnpeneneHuero ca 6uIKM nogoOHH Ha Te3H, IPH NaLHEeHTH Ha KOHBEHIIMOHANHA IMYHOCYIIPECHBHA
Tepanus.

ITpy HAKOW NALMEHTH C IICOPHA3NC, IEKYBAHHU C UKIOCIOpHH, ca Sunn HabmoaaBaHu JoOpokavecTseHH
nuMbonponudepaTHBEl HapymeHua H B u T kiersuHa muM@oMa: Te3u ecbexm H34Ye3BaT BegHara cliex
nNpeKbCBaHe IpHeMa Ha CyOCTaHuuATA.

PucksT oT HHpEKLMA MOXKe Aa Objie NOBUILIEH M0 BPEME Ha JIeYeHHe ¢ BUCOKM J03H LHKIOCIIOPHH (BHXK
TpeNopBYMTENIHA JO3MPOBKa IIPH ITALHEHTH C TPAHCIUIAHTaLH).

HapymeHus Ha MYCKYJIHO-CKENETHATA CHCTEMa U CheJIMHHTEIHA ThKaH
Penku: MHOCITIa3EM, MYCKYIHA D0/1Ka, MyCKYIHA CJI&GGCT (MHOnaTHA)

HapvineHHs Ha HEpBHAaTa cUCTeEMa

Yectn: TPEMOp, YMOPa, N1apecTe3uH (no-cneunanm napeHe Ha PHLUETE U KpaKkara,
OCHOBHO IIpe3 II'bpBaTa CeAMHIA OT TeparnuiTa)
Heyecth: KOHBYIICHH |

Penku: MOTOpPHA [TOIMHEBPONATHA, CHIC(HANONATHA, KOATO MO



MOTOPHH HapyIU€HHUsA, KOPTHKAHA CIENOTa, OrNyllaBaHe, napesa
(xeMHIUIEr s, TETPAILIErns), aTakchsi, BB30yaa, cmymenna B CHHA
MHOro peIKu: MANUIOEAEMa

Hapymieuns na 650penuTe 1 MHKOYHNTE MBTHINA

Hali-4ecToTO ¥ BEpOATHO Hal-CEPHO3HO YCIIOKHEHHE € NIOBHIIABAHETO HA CEpyMHHUTE KOHIEHTPALUH Ha
KpPEaTHHHH H ypes, KOEeTO MOXke Ja ce Hab/1roasa npe3 MbpBUTE CEAMULIM OT JICUEHHUETO C IHKIOCTIOPHH.
To3u edekT e npegr3Bukad OT QYHKUHOHAIHY NpoMeHM B OpOpennTe, Toil € 3aBUCHM OT Jo03ara, 00paTHM
1 OOMKHOBEHHO pearnpa Ha pelyKIHsA Ha [03arTa.

[Ipu HAKOHU Mal{HEHTH MO BPEME Ha BJITOTPAHHO NPIIOKEHHE Ha LIHKIIOCTIOPUH ChINECTBYBA PUCK OT
OBOpeyHo yBpexIaHe CbC CTPYKTYPHH NPOMEHM (Halp. HHTepcTUIMaNHA (hrbpo3a): Te3u edekTH TpaOBa
Ja ObJaT pasrpaHU4aBAHHU OT €EKTUTE HA XPOHUYHO OTXBBPIIAHE MPHU NanUeHTH ¢ Op0peyHH
TpaHCIIIaHTATH. |

B penku cnyyau ca Ounu HabmofaBaHu CTPYKTYPHH U3MEHEHNS B ObOpeLinTe, CBBhP3aHH ¢ MIPHI0KEHHETO
Ha LUKNOCOpHH, 6e3 npuapyXkaBallo NOBHINaBaHe Ha CEPYMHHTE KpeaTHHHHOBH HUBA.

HapyuwieHus Ha MetabonuiMa u XpaHeHeTo (BHXK “Hag_vmenm Ha OLOpEMTE ¥ NHKOYHHTE NHTHINA” H
“CToMallHO-4YpeBHH HapViIeHKs ")

YectH: cnabo u Gﬁp&THMO MOBULIABAHEC HA ILNIA3MECHHUTEC HHBA Ha MAa3HHHHTC,
0CODEHO NpH CAHOBPCMCHHO IIPHJIOKECHHE Hd KOPTUKOCTCPOHIH

Heuectu: NNOK4&YBdHE Hd TCIrJIOTO, XHIICPIIIHKCMHKA, XHIICPDYPHKCMUIA, 1104I'Pa,

 XHIICPKAJIMCMHUA HNTH sanbnﬁoanaHe Hd CBLHICCTBYBAILlld XHIICPDKAIIHCMHI,

XHIIOMArdciIncMuniga

Hpyra

HedecTu: ¢auuansa egeMa, obpaTtuMa JUucMeHopes, aMeHopes

Penxu: XHNEPTEPMHAA, THHEKOMAaCTHA, I'OPEIIH BbJIHH

4.9 Ilpenosupane

a) CumMnmomu HQ UHMOKCUKAYUA . .

ChLUECTBYBAT CaMO OrpaHMYEHHM KaHHH IpH nipeno3upane. Ciien nepopallHO NPHACKEHHE Ha 1034 Jo 10g
nunocnopuH (cpexHo 150 mg'kg TenecHo Terno) ca 6unu HabnrogaBaHu MOBPhLIaHe, Oe3CHHHUE,
raaBofonue, TaXxuKapua 1 NpH HAKOH IIAOHEHTH CPEAHO TexkKa ofpaTuMa OnOpeuHa HeA0CTaThYHOCT.
Texxku cHMIITOMH Ha MHTOKCHKaIHA ¢a 6w cho0IeHH Npy HEAOHOCEH MIIOH ClIe] CIydYanHO
napeHTepaaHO MpeaO3HpaHe.

6) Tepanus Ha uHMOKCUKAYUA

B cnydaii Ha npeao3upaHe ¢a NOKa3aHd CUMITOMATHYHO JiCUeHHE B OOLIM MOIbPKALUH MepI{H
HMuayurpaHe Ha MOBPHLAHE H CTOMAIIHA NPOMHBKA MOTaT Ja ObJjaT €PEeKTHBHH, aKO € Bb3MOXKHO Ja c€
OCBUIECTBAT IIPE3 ITBPBHTE YacOBe Ha IIpHeMa. Morat Aa Bb3HHKHAT NPEXONHU HEQPOTOKCHYHH €(EKTH,
KouTO 06110 OT3BYUABAT NPH NpeKpaTaBaHe [[pUeMa Ha npoayKkra. HIUKIOCHOpHH He ce Juanu3upa H He
MOXxke na Objie enHMHHUpPaH MPH H3M0I3BAHETO HA aKTHUBEH BBIJIEH.

5. OAPMAKOJOTHYHH CBOUCTBA

5.1 PapmakoAHHAMMYHH CBOHCTBA

dapMakoTepalreBTHYHA Ipyna: HMYHOCYNIpECOPU




ATC: L 04AA 01

LInKnOCIOpHH € UMKIMYEH MOMHIENTHA, CheTosW ¢ oT 11 aMuHokucenuHy. Toli € CHeH
HMYHOCYIIPECOPEH areHT, KOHTO € OHII npuarad yCneIwHo IIPpH aJoreHHa TPaHCILIAHTalHA —~ OlepaluK
Ha OBOpeLd, MaHKpeac, KOCTeH MO3BK, Yeper Apob, chple H cbple-oan apob. [{uknocnopuH e Jokasan
CBOATA CEKTHBHOCT IIPH JICYCHUE HA Pa3IM4YHH aBTOMMYHHY HApYLICHUA KaToO TEKBK €HIOreHEH YBEUT,

MHOT'O TEXKa popMa Ha IICOpHA3HC, HEPPOTHYEH CHHAPOM, MHOFO TEXKEBK PEBMATOMJICH apTPHT U TEXKH
YIIOPUTH (DOPMM HA ATONMHYECH JEPMATHT.

PeaysTaTHTEe OT pa3sNH4HH NPOYyYBAaHUA NIOKA3BaT, Y€ UUKIOCHOPHH HHXUOHpa pasBUTHETO Ha CIEAHHTE
KIETbYHO MEAMMPAHH PEAKIHA: KMYHHTET Clie]i ANOTE€HHA TPAHCTIIAHTALMA, KbCHA PEaKilii Ha KOXHa
CBPBbXUYYBCTBUTENHOCT, EKCNIEPUMEHTANEH anepruydeH eHueQaltoMHenInT, apTpuT Ha Freund's, peakiius Ha
npucanka cpeiny peunnueHTa (graft-versus-host desease - GVHD) u obpasysane sa T-Ki1eThUHO
3aBUCHMH anTHTeNRa. Lluxnocnopud BepoatHo Ginokupa HenoaprmxkHuTe TnMbponuty B Gy wiu G, ¢asara
Ha KieTbYHHA UK. Toll nHxubupa chilio npoAyKuMaTa 4 0cBoOOXK JaBaHETO HA THM(OKHHH,
BKJTIOYHTENHO HHTEPNEBKHH 2 WiH T-KIeThueH pacTekeH GaKTop. ) |

HanuuxHKuTe JaHHH MOKa3BaT, Y€ HHKIOCIHOPHH AcHCTBA CIEM(BUIHO U 00paTHMO BBPXY THMPOUUTHTE.
5.2 DapMaKOKHHCTHYHH CBOHCTBA
BpemeTo 3a JOCTHraHe Ha MAKCHMAITHH IUIA3MEHHM KOHLEHTPALMY Ha LIKKIOCTIOPHH (tmay) € 1,2 + 0,3 yaca.

L{muUtoCIOpHH Ce pasnpenens B TAA0TO OCHOBHO H3BbH LIHPKY/IHPAIlAaTa KPBB U N10Ka3Ba BUAUM 00eM Ha
pasnpezneneHue ot 3-5 I/kg. B kpBBTa paznpeaencHHETO 3aBUCH OT KOHLCHTpAlMATa HA AKTUBHATA
cybcranmma: 33-47% e B mnasMara, 4-9% B numdouutute, 5-12% B rpaHyIonUuTHTE K 41-58% B
EPUTPOLIUTHTE.

B nnasmara LMKIOCTIOPHH € CBhp3aH cpeaHo B 90% ¢ npoTeHHUTE; IMTABHO JUIONPOTEUHH.

I{uxnocopun ce merabonusupa cpegHo Ao 15 pasnuynu metabonura. OCHOBHUAT MEeTabOMUT €
uuroxpom P450-3aBucuMa MOHOOKCUTE€HA3HA CHCTEMA B YepHUA Apod. OCHOBHUAT MeTaOOJIUTEH ITET €
MOHO- H JUXHAPOKCHIHPAHE HA Pa3sIMYHH MECTA OT MOJIEKYJIaTa. Y CTaHOBEHO €, Y€ T¢ HHXNOHpaT WiH
akTHBHpAT UHTOXpoM P 450 3aBHcHMaTa €eH3HMHA CHCTEMA, MOBHIIABAT WIH PEAYLMpPAT
IMKIOCIIOPHHOBHTE HUBA (Bxk.4.5.B3auMoneiicTBie ¢ ApyrH eKapCTBEHU NpoAYKTH). BeHuku focera
HACHTUOHLHPAHHE MeTabOMUTH HMAT LAIOCTHA NENTH/IHA CTPYKTYpa Ha H3XOAHaTa cydcranuua. Hukoit
oT MerabonuTuTe HaMa noseye oT 10% oT HMYROCYIpPECOpHATa AKTHBHOCT Ha H3XORHATA CYyOCTaHIuA.
EnuMHHHPaHETO Ce OChUIECTBABA OCHOBHO Ype3 XIIBbYHUTE MbTHINA, caM0 6% 0T IepopaliHO NPHETATA
7103a ce eKCKpeTHpaT B ypuHara; camo 0,1% oT HelmpoMeHeHaTa CyOCTaHLINA ce eTHMHHHPA B YPHHATA.

Cpo0luery ca MHOrO pa3IH4YHY JaHHHM 33 TEPMUHATTHHSA JKUBOT Ha NOIY-SIMMHHUPAHE HA LUKIOCIOPHH B
3aBHCHMOCT OT METOJa Ha aHaTH3, H3MIOJI3BaH NpY rpynara nauneHTd. Toit e Omn 6,3 h mpu 3apaBu
no6posonuy, 20,4 h mpH NalMEHTH € TEXKKO YepHOoApoOHO 3aboisiBaHe M CpeAHO 11 h npH peLUnUeHT Ha
6b6peyeH TpaHcmanTat (cpefHo: 2-25 h).

O6eMbT HA pasnpeelieHHe MPH AeLa C TPAHCIUIAHTATH M NpH Jelia C HePPOTHICH CHHAPOM € MOUTH
CHILHA KATO TO3HM NPpH BB3pacTHU. ICTHPBHCHT Ha NUKIIOCNIOPKH NPH J€lia € C OKONO JBA IBTH 110-BHCOKA
CTOMHOCT OT TO3H IIPH BB3PACTHA. - -

[Ipu cpaBHEHHE C JPYT JIEKAPCTBEH IIPOAYKT, ChIbPIKAIL LHIIOCIIOPHH ¢ HEMPOMEHEHO
ITuxno 100 mg nokassa 11o-100pa THHEHHOCT MEXAY NMPHIIOKEHATA 032 U JOCTHIHAT

1 T “""

JE€HOHOLLHHTE 6H0pHTMH. Pe3zyntatute 0T TOBA €a [I0-MaJKa HHTPAHHAHBHAYATHA BA Haﬁmmﬁmg Ha I
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$hapMakOKHHETHKATA Ha UKIOCIOPHH, KaKTO H 3HAYHTENHO Mo-200pa kopelanHs MeKIY H3MEpEHHTE
MUHHAMAJIHH KPbBHH KOHLUEHTPALHH K 00IIaTa eKCIIO3UIIUA Ha 1{UKIOCIOPHH.

PesynTatute OT MocleABallid IPOYYBAHHA IOKA3BAT, Y€ NPOCASAIBAHETO Ha HHKIOCIIOPHHOBOTO
pasnpeacneHue mepBHTe 4 Haca cieg norosinaneto (AUC 0-4) naBa mo-TouKo npeicka3paHe Ha
LIMKJIOCTIOPHHOBATA EKCIIO3HIMA, OTKOJKOTO MOHMTOPUPAHETO HA MUHUMAITHUTE KPbBHH HUBa (Cyp).

Moxe a2 ce 3aKII0UH 0T NPOYYBAHUATA, Ye KpbBHUTE HUBA 2 yaca cnex npuema (C,) nodpe Kopenupar ¢
AUC ¢4 npu nayyueHT! ¢ TpaHCIaHTaua. ToRa 03HavyaBa, 4e UUKIOCIOpHHOBUTE C, HHBA MOrar Jia
ObJaT U3MepBaHY KaTo Ha4MH Ja ce aJanTupa HHAWBUAYaHO A03aTa HAa HUKIOCIIOPHH.

Crnen npoMAHAaTa HA CHOTHOUIEHHETO HAa A03UTE OT 1:1 KbM NMPUNOXKEHHETO HA NPOAYKTA € IIO-HACKA
GHOHANKUHOCT ca OWIH YCTaHOBEHH CPaBHMMH ILTa3MeHH KOHHEeHTpaun. [Ipy MHOro nauyeHTy ca
HaOMOAaBaHH NO-BHCOKH IHNKOBH KOHUEHTpanHH (Cmax) H 0-BUCOKA HATHYHOCT HA IIUKIOCIIOPHH
(AUC). I'lpn Manka 4acT OT nalMeHTHTe Te3u edekrn Morar na ObpaaT H3ABEHH H 12 CTAaHAT KITHHHYECKH
3HAYHMH.

bHOHANHYHOCT

Pesyntatute ciiel NpHIOKEHHETO HA €JHOKPAaTHA 4034 OT 2 MEKH KeJaTHHOBH KarncynH ot 100 mg B
CpaBHEHHe ¢ pedepeHTHHA mpenapaTt (MHKpOEMYACHOHHA Kancyaa) npd 12 noSpososim rpu npoy4YBase,
nposeaeHo npe3 1996 rox ca 6unu cneguure:

TecTOB mpenapar PedepenTen npenapar
Coax [ng/ml] | |
Maxkcumansa 1104 £ 275 . 1302 + 369
I1a3MeHa
KOHLIEHTpalus
tmax {Min] 95,0+42,10 90,0 £ 25,6

BPEME 34 JOCTHUIraHE Ha
MAKCHMAJIHATA ILIa3MCHd

KOHIEHTPALHA

AUC o4 [ng/ml*h] 4406 £ 1020 4942 + 1369
[Inowy nox kpHeaTa
KOHLICHTpaLUs/BpeMe

AUC (0-) [ng/ml*h] - 4884 + 1009 5393 + 1472

IInowr mon KpUBara
KOHLICHTpaLUA/BpeMe

["ope Iipe,IICTaBEHHTe CTOMHOCTH ¢a H3pa3eHH KaTO OCHOBHH apHTMETH4YHM CTOHHOCTH CBC CTaHAApTHO
OTKJIOHEHHe. |

OCHOBHUTE KpHBH Ha IUIa3MeHHTE KOHUEHTPAlHH Ha INpOJYyKTa, CPaBHEHHM C Te3d Ha pedepeHTHHS
npenapar, ca [I0OKa3aH{d Ha KPHBaTa KOHLEHTpalUHA/BpeME:
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BUOHaNINYHOCTTA HAa HMKIOCHOPHH KancCyaH € cpeaHo 40% mo-BHCOKa OT Ta3H Ha peepeHTHUS IIpenapar,
KOHTO He e nof ¢hopMa Ha MHKPOEMYJICHS.

LIMKIOCNOPHH Kancyiu ¢a OHOCKBHBAICHTHH Ha pedepeHTHUI NPOAYKT (MUKPOESMYIICH ).
5.3 IlpeakNHEHTHE JAHHHA 32 6€300aCHOCT

TokcHkoIOrHYHU CBOMCTBA

Cnen i.v. npunokeHne Ha nuknocnopus mpu muiaky LDs, e 107 mg/kg TenecHo Terno, npx nipxose
LDs e 25 mg/kg TenecHo Terno u npy 3ainu LDsy: >10 mg/kg TenecHo Terio, a clel nepoparHo
npunoxenne e 2329 mg/kg TenecHo terno (MuukH), 1480 mg/kg TenecHo Terno (mrpxose) H > 1000
mg/kg TenecHo Terno (3aiun). XpOHHYHATA TOKCUYHOCT CBUIO € OMIa HUCKA: IIPH KYy4eTa U pe3yc
MaiiMYH! MPUAOKEHKETO Ha nepopantiy Ao3u Jo 200 mg/kg TenecHo TErno/aeH He € JOBENO A0 TOKCHYHH
edextu. [Ipy npoyuBaHus, NpoBeA€HH NPH MHIIKH U IUTbXoBe HaJ 78 U 104 ceamuuu, € HabarojaBasda
NMOBHUIEHA CMBPTHOCT KaTQ Pe3yATaT OT TOKCHYHH €(eKTH BbpXy YepHHs Apod u ObOpeLHTe Npy Hak-
BHCOKHTE IIpHNoxeHH Ao3u (16 u 8§ mg/kg TenecHo terno/men). [Iuxnocnopus HaMa MyTareHeH HiIH
KapU{HOTreHeH rmoTeHuman. IIpu 031, KOUTO ca OMIIM TOKCHYHHM 32 MaiikaTa OT >KMBOTUHCKHA BHA (0T 30
no 100 mg/kg renecHo Terno/aeH npu mwrsxose u ot 100 go 300 mg/kg TenecHO TErno/AcH NpH 3aiiliy) €
okasan eMOpuoToxcHuuH epexTd. He e 6una napymena QepTHIIHOCTTa IPH MBXKH M XKE€HCKH ITBX0BE
clled NPHIIoKEHHE Ha A03H 0 5 mg/kg TenECHO Terno/AeH.




bpemenHu mrexoBe, TpeTupany ¢ 12 mg/kg TenecHo Terno/aeH (ABoiiHa Ho3a HA MpenopbYHTENHATA
MHTpPaBEHO3HA NPH X0pa) HHKIOCIOPUH HHTPABEHO3HO ca MMald GeTyCH ¢ IOBHiIeHA YeCTOTa Ha
HedekTH Ha KaMepHaTa Iperpaja.

Te3u peaynraT He ca MOBTOPEHH IIPH APYTH BHIAOBE H HE € HM3BECTHA TAXHATA PEIEBAHTHOCT IPH XOpa.

6. OAPMAUEBTHNYHH JAHHHA

6.1 (ﬁﬂﬂﬁbﬂﬁﬂﬂIHHHOBEHHTEIHHHEETBH

ChabpxaHue Ha KancyJiara
d-andaroxopepunnonuerwiedrinukon 1000 cykuuxar

NNOJTHCTHNIICHTTIHKOJI
HUCT €TaHOIJI

Makporon riyuepoIXuapokcHcTeapar
npeyrCcTeHa BojAa

Karnicynua o0BuBKa
JKeNaTHH

copburon 70% (HexpHcTanU3upain)

TITHLEPOI

. YEPBEH KENEC3CH OKCHT,

IIpeYrCTEHA BOJA

6.2 HecsBMecTEMOCTH

Henpunoxumo.

6.3 Cpok HA rogHoCY

3 roAUHH.

6.4 Crnennajng yoIOBRA HA CLXpaHeHHE

Ha ce cbxpansapa npu Temneparypa nog 30°C.

6.5 HaHHH 32 ONAKOBKATA’

MekuTe KalcyJd ca ONMakOBaHHU B ONMCTEPHU JICHTH ATyMHUHUK-aIYMUHHUH B KADTOHEHH KYTHH.
OpuryHanHuTe onakoBky ceaspkar 50 u 100 xancynm.

6.6 CroennajHu npeana3sHl MEPKH IPH H3XBBLpAgHe H pabora

Hsama cneuuanyay n3vMcKBaHHA.

7. IIPUHTEXATEJ HA PAZPELIEHHUETO 3A YHHOTPEBA

Hexal AG
Industriestrasse 25
D-Holzkirchen, ['epMmaHus




8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

20040161

9. HATA HA IThPBO PAZPEINABAHE/TIOAHOBABAHE HA PASPEILIEHHETO 3A
YIIOTPEBA |

09.04.2004

10. HATA HA AKTYAJIN3UPAHE HA TEKCTA

Anpun 2007

20



