KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

]
| N3MLAHATENHA ATEHUWS N0 NEKAPCTBATA

1. MME HA JJEKAPCTBEHHS TPOAYKT \pamia xapakmepucmuxa Ha npogyxma  Npuroxenue 1

BuKkTaHWa 25 MHKpOrpamMa/yac TpaHCAEPMAIEH TIacTHP PaspeweHue Ne
Vi 125 mi /h transd | patch
ictanyl 25 micrograms’/h transdermal patc | scmamp. 6 J” 6 / j = az /} 1-05- 202
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Bukranun 50 Mukporpama/yac TpaHcAepMaJi€H Iu1acTHp # Ogobperiue Ne .
Victanyl 50 micrograms/h transdermal patch

Bukranun 75 MUKporpamMa/4yac TpaHCAEpMAaJIEH IUIaCTHP
Victanyl 75 micrograms/h transdermal patch

Bukranun 100 Mukporpama/yac TpaHcaepMaJieH I1acTHP

Victanyl 100 micrograms/h transdermal patch

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Bukranun 25 MUKporpama/yac TpaHCA€pMaJIEH TUIaCTUD
Bceku nnactup ocBoboxaaBa 25 Mukporpama peHTaHW1 Ha yac. Bceku ninacTup ¢ noBbPXHOCT OT
7,5 cm? chabpka 4,125 mg ¢penrannn (fentanyl).

Bukranun 50 MukporpaMa/yac TpaHCAEpMAaJIEH IUIACTUP

Bceku nnactup ocBoboxaasa S0 Mmukporpama deHTaHw Ha yac. Beceku niaacTup ¢ NnoBbPXHOCT OT
15 cm? ceabpka 8,25 mg denranun (fentanyl).

Bukranun 75 MUKporpaMa/4ac TpaHcAepMaJieH IUIaCTHP

Bceku n.nacnip ocBoOOXk1aBa 75 Mukporpama peHTaHHWI1 Ha yac. Bcexu MU1IaCTHP C MOBBPXHOCT OT

22,5 cm? chaspxka 12,375 mg ¢enranun (fentanyl).

Bukranun 100 MukporpaMa/yac TpaHCAEPMAJIEH TUIACTHP
Bceku niactup ocBoboxxaaea 100 mukporpama ¢geHTaHun Ha 4ac. Bceku nmiacTup ¢ moBbPXHOCT OT
30 cm? ceabpxka 16,5 mg denranun (fentanyl).

3a MbJIHUA CIIMCHK Ha NMOMOIIHHUTE BELIIECTBA BHIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tpancaepmanen riactup

Beeku rnactup: [1po3paden u 6e3uBeTeH CbC CHH NOCTOAHEH HAAINMUC Ha MOAABLPXKALIOTO (HOJIHO:
“enTannn 25 pg/yac*, “denranun 50 pg/yac®, “penranun 75 pg/yac”, “penranun 100 pg/yac”.

4. K/IHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Bb3pacTHu:
BukTaHun ce W3n0/13Ba 3a OBJIa/IIBaHE HA CWJIHA XPOHHYHA 00JIKa, MPH KOATO € H
HEMPEKbCHATO MPOAB/DKHTEHO NMPUWIOKEHHE Ha ONTHOUHH aHAJINETHLIH.

Heua:
3a NpOABJDKUTENIHO JIeYeHHE Ha CHJIHA XpOHHYHA 00JIKa NpH JeLla Ha Bb3pacT OT
ce NMpoBeXJa ONMHOUAHA Teparnus.

1
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4.2 Jlo3MpOBKAa H HAYHH HA NMPHJIOKEHHE

Ho3upoBka

Jlo3aTa Ha Bukranun TpabBa na ce onpeaesis HHAMBHUAYAIHO B 3aBUCHMOCT OT CbCTOSHHETO Ha
nauueHTa ¥ TpaOBa J1a ce npeolieHsABa Ha ONpeAe/ieHH HHTEPBAJIM cliel npunaraHe. Tpsadsa na ce
M3M0J13Ba Hali-HHUcKaTa epekTHBHA no3a. [InacTupure ca npegHa3Ha4YeHU Aa AOCTABAT NPHOJIU3IUTENHO
25, 50, 75 u 100 mcg/uac ¢peHTaHW B LEHTPAJTHOTO KPpbBOOOpalleHHe, KOETO MpeACTaBisBa
chOTBETHO 0K0J10 0,6; 1,2; 1,8 1 2,4 mg Ha neH.

Onpeoensne na navainama 003a

[Moaxonsumara HayaiHa n03a Ha Bukranun TpsaOBa na ce OCHOBaBa Ha M3M0JI3BaHaTa OT MALKMEHTa
MOHACTOsALIEM ONMHOMHA 03a. [IpenopbuBa ce BukTaHun aa ce M3no3Ba MpH NauKdeHTH, KOUTO UMaT
OMUOMIHA NOHOCHUMOCT. JIpyru ¢akTopH, KOUTO TpAOBa Aa c€ OTYMTAT Ca OOLLOTO CHCTOSHHE B
MOMEHTa W MEJIMIIMHCKHSA CTaTyC Ha MalMeHTa, BKIIIOYHTEHO PbCT, TEIJI0, Bb3PacT U CTENEH Ha
yBpeX/JaHe, KAKTO M CTeNEeH Ha ONMUOU/IHA TOHOCHMOCT.

Bw3pacmnu

Ilayuenmu ¢ monepanmuocm KoM ORUOUOU

Buxre naneHara no-nony tabnuua 3a npeoOpa3yBaHe Ha €eKBHBAJICHTHATa aHA/INETHYHA /1034 TpH
NMpeMHHABaHe Ha MALMEHTH C TOJIEPAHTHOCT KbM OMUOMIH OT MEPOPaHH HIIH MapeHTEPATHH ONMHOMIH
kbM Bukranun. Jlo3aTra Moxe B NOC/IEACTBHE a C€ TUTPHpPa KbM MOKa4YBaHE WKW HaMaJIgBaHe, ako €
He0OX0AMMO, Ha CTBNKH OT 12 WK 25 MUKporpamMa/4ac 10 JOCTHraHe Ha HaW-HUCKaTa Nnoaxoasiua
N03a Ha BUKTaHU B 3aBUCHUMOCT OT OTTOBOPA M HY»JaTa OT AOITbJIHMTE/IHA aHAJIre3HA

Ilayuenmu, neynompeoseaiu onuouou

OOGHUKHOBEHO TPAHCAEPMAIHHAT MBT HE € NMPENOPBYMTEIIEH NMPH NaLMEeHTH, HeynoTpebaBanu
ONHOMAHH aHanreTuuu. TpabBa aa ce pa3rieaar Apyry ajJTeépHaTUBHH ITbTHIIA Ha MPHIOKEHHE
(nepopayieH, napeHTepaieH). 3a Aa ce u30erHe npeao3upaHe € NpenopbYUTETHO NALMEHTHTE,
HeynoTpeOsBaJIi ONMMOUAHH aHAJITETHLIHM J1a MPUeMaT HUCKH 1034 ONUOM/IH C He3aD0aBHO
ocBoOOXAaBaHe (Hanp. MOphHH, XUAPOMOP(DOH, OKCUKOZIOH, TPaMaA0/ M KOJAEHH), KOUTO Ja Obaar
TUTPUPAHHU 10 AOCTUIaHE Ha €KBUBAJICHTHATA aHAJINETHYHA 1032 KaTo Ta3u Ha BuKTaHun ¢
ocB0oOOKaaBaHe Ha 103a OT 12 MUKporpama/dac wid 25 MUKporpamMa/yac. Ciell KoeTo nauueHTHTe
Morar Ja ObaaT BKJIKOYEHHM Ha JieueHHe ¢ BukTaHu.

[Ipu HanuuKMe Ha oOCTOATENICTBA, NPH KOMTO 3ar0O4YBAaHETO Ha JIEYEHHE C ONMHOM/IH 3a NMEPOPATHO
NPWIOXKEHHE He € Bb3MOXKHO H BHKTaHHW/I ce cuMTa 3a MOAXOAALIO CPEACTBO 3a JICYCHHE Ha NMALIMEHTH,
HeynoTpeOsBaIu ONMHOUIHH aHAJIINETHLIM, TpAOBa 1a ce nmpuyiara €AMHCTBEHO Hal-HHCKaTa HavyaslHa
no3a (t.e. 12 mukporpama/yac). [1pu nogobHu obcrogrencTea nauMeHTsT TPAOBA J1a ce ClIeaH
BHUMaTeIHO. ChlecTByBa ONAaCHOCT OT CEpHO3Ha WM XXHBOTO3acTpallaBallla XuIoBEeHTHIALUA I0PH
M NPH HU3M0JI3BaHe HA Ha-HUCKaTa 1032 BUKTaHWI KaTo Haya/lHa Tepanus MpH NauueHTH,
HeynoTpeOABaJIM ONMMOMAHU aHAITETHLM (BXK. TOUYKH 4.4 U 4.9).

[Ipeobpa3zyeane na exsusaienmuama anai2emuyna 003a
[Tpy nauMeHTHUTE, KOUTO B MOMEHTA M3MOJI3BaT WIH PUEMAT ONHOMIHH aHAINeTHLIM HaYaJlHaTa 103a
Ha Bukranun TpsaOBa na ce 6a3upa Ha AHEBHATa 103a Ha NPEAULIHUSA OMHOU. 3a Aa H3YHUCIIHTE
MpaBHJIHATa Ha4YalIHa 103a 3a BUKTaHwW, cneaBaiTe CTBIKHUTE, MOCOYEHH MO-/0JTY.
1. U3uucnere 24-yacoBara J103a (mg/AeH) Ha W3MOJI3BaHHA B MOMEHTA ONMHOML.
2. Ilpeobpa3yBaiiTe TOBa KOJIMYECTBO B €KBUBaJIEHTHaTa 24-yacoBa J103a MOp(HH
NPUJIOKEHHE C MOMOLITA Ha Koe(PHUMEHTHUTE B TaOaHLa | 3a moaAXoadLIHA
3. 3a na nonyyuTe JO3MPOBKaTa HAa BMKTaHW, CHOTBETCTBALLA HA H3YUCJICHA
€KBHBAJIEHTHA JJO3MPOBKAa HA MOP(HH, H3no3BaiTe Tabnrua 2 wiM 3 3a n
JI03UPOBKATa, KaKTO CJIe/1Ba:
a. Tabnwua 2 ce oTHacs 3a Bb3PAaCTHH NALMEHTH, NPH KOMTO C€ Hajlara Rpoy

OIMHOHUAHOTO JIEKAPCTBO HJIK KOHTO Ca B NMo-HECTAOMITHO KJIMHHYHO C T(N; 1
S s
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(koeduumMeHT Ha npeoOpa3yBaHe HA MOP(HH 3a NEPOPATHO MPHIIOKEHHE B
TpaHcaepMalieH peHTaHun, npubausuTeHo paBeH Ha 150:1).

b. Tabnuua 3 ce oTHacs 3a Bb3PACTHHU NMALIMEHTH, KOUTO Ca Ha MOCTOSHHA CXEMa C ONHOM/IH,
KOATO ce noHaca Aodbpe (koepuuMeHT Ha npeodpazyBaHe Ha MOP(DHH 3a OpPAJIEH MPHEM B
TpaHcaepMasieH peHTaHuI, npubau3uTeHO paseH Ha 100:1).

Ta6auua 1: Tabnuua 3a npeobpa3zyBaHe — MHOXKHUTEJIH 3a Npeobpa3yBaHe Ha JHEBHATA /103a Ha
M3MOJI3BAHH JI0CEra ONMUOU/IM B EKBUBAJIEHTHH 24-4aCOBH 1034 MOP(HH 3a NEepopaHO
npuioxeHue (Mg/AeH NpeulleH ONMOU X KOe(PULIMEHT = €KBUBAJIEHTHA 24-4yacoBa
n03a MOp(hHH 3a nepopasHO NPHIOKEHHE)

[Ipeanimen ONHOH II'bT HA NpHJIOKEHHE oepHIHEHT
MopdHH nepopagHo 12
MmapeHTepaIHo 3
Oynpenopdpun CYOJIMHIBaJTHO 75
NnapeHTepaTHO 100
KOJAeHH NepopaiHO 0.15
| | NnapeHTePaTHO 093
nHaMopHH NepopaiHO 0.5
napeHTepaIHO 6°
peHTAHHI MepopaHoO -
[MapeHTepaITHO 300
XHApOMOpdoH MepopaiHo 4
NapeHTePaTHO | 20°
KeTO0eMH/10H nepopaIHo 1
MapeHTepaIHO 3
neBoppanon MepopaHoO 7.5
napeHTEPaIHoO | | 15"
MeTAa/10H nepopaiHO 13
MapeHTepaTHO 3°
IOKCHKO/I0H hepopanﬂﬁ 1.5
NnapeHTeparTHoO 3
OKCHMOpPoH [PEKTaJIHO 3
napeHTepaIHO 30°
NeTHAHH NnepopagIHo -
NapeHTePaTHO 0.4°
TaneHTaao0.1 MepopasTHo 0.4
MapeHTePaTHO -
mpamMaaoJi MepopaiHO 0.25
MapeHTepaHO 0.3

a L]
CBHOTHOLIEHHETO NnepopanHa/i.m. 103a 3a MOpQHH € ornpeacseHo Ha Oa3aTa Ha KIIMHUYHHSA OITUT C
NnalMeHTH ¢ XpOHHU4YHa OoJIKa.

h,I[aHHHTe ce OCHOBABaT Ha MPOYYBAHUSA C €AWHUYHH J1034, MPH KOUTO MOCOYEHATa 3a BCAKO 1032
aKTHBHO BELLECTBO, NPHUJIOKEHA .M., € CpaBHEHa ¢ MOp(HH, 3a 1a Ce YCTAHOBU OTHOCHTEJTHATa
epukacHocT. [lepopaiHuTe 103M ca Te€3H, KOMTO Ce MpenopbyBaT MNpU NPeMHHABAHE OT NMapeHTepaseH
KbM MepopasieH MbT Ha MPUIOXKEHHE Ha JIEKAPCTBEHHS MPOAYKT.

Pedepenums: Anantupaso ot 1) Foley KM. The treatment of cancer pain. NEJM
1 2) McPherson ML. Introduction to opioid conversion calculations. In: Demystif
Conversion Calculations: A Guide for Effective Dosing. Bethesda, MD: Americg
System Pharmacists; 2010:1-135.

3 ~
SE/H/1731/001-004/1A/068 H‘*‘Zﬁ.’}‘l 1



Ta6auua 2: [IpenopbunTeHa HauyaaHa a03a Bukranui, onpenesneHa Bb3 OCHOBa Ha JHEBHATa
nepopajiHa 1o3a MOp(dHH (3a NaLKMEeHTH, NPH KOUTO C€ Hajlara NpoMsaHa Ha ONTHOHAHOTO
JIEKapCTBO MJIM KOMTO Ca B MO-HECTaOMITHO KIIMHUYHO ChCTOAHHE: KOEPHULIMEHTHT Ha
npeoGpa3yBaHe Ha MOP(QHH 3a NEPOPATHO NMPUJIOKEHHE B TPAHCAEPMAIEH (PEHTAHHUN €
npuban3uTenHo paBeH Ha 150:1)

Iepopanna 24-yacoBa 103a MmoppHH, | [lo3a TpanaepmajieH peHTAHH
(mg/nen) (MHKpoOrpama/yac)

<90 12
90-134 25
135-224 50
225-314 75
315-404 100
405-494 . 125
495-584 150
585-674 175
675-764 200
765-854 225
855-944 250

945-1 034 - 21 *
1 035-1 124 300

1
[p¥ KITMHHYHHUTE U3MUTBAHKUS TE3W MPAHULIM HA NEPOPATHHTE JAHEBHH 103 MOP(HH Ca U3MOJI3BaHH
kaTo 6a3a 3a MpeMHUHaBaHe KbM TPaHCAEepMaJIeH (PeHTaHMII.

Tabauua 3. [IpenopbunTeHa MbPBOHAYANHA [03a_TpaHcaAepMaiieH (GeHTaHH/1, H3YHClieHa Ha Oa3a
nepopajiHa AHEBHA 1032 MOP(UH (3a CTAOWIHHM NMALMEHTH, KOUTO 100pe NMOHACAT ONMMAHOTO
Jie4yeHHe: Koe(ULMEHTHT Ha mpeoOpa3yBaHe Ha MOP(MH 3a NEPOpasIeH NMPHEM B
TpaHcaepMasieH (eHTaHu e npubausuTenHo paseH Ha 100:1)

IMepopanna 24-uacosa 103a mopun (mg/aen) | Ho3a Ha TpaHcaepMaJieH PeHTAHH
(Mukporpama /h)

<44 12

45-89 25
90-149 50
150-209 75
210-269 100
270-329 125
330-389 150
390-449 175
450-509 200
510-569 223
570-629 250
630-689 275
690-749 300

[TspBOHAaYaIHA OLIEHKA HA MAKCHMAaJIHHA aHanreTH4YeH edext Ha Bukranun He Moxe na Obae
HanpaBeHa NMpeJu Ja ca U3MHHAIK 24 yaca OT NOCTaBsAHETO Ha MiacTupa. ToBa oryiaraHe ce IbJKH Ha
MOCTENEHHOTO MOBHIIIABaHE HA CEPYMHHUTE KOHLEHTPALMHM Ha (peHTaHU Nnpe3 MbpBUTE 24 Yaca criell
MbPBOHAYATHOTO MOCTABAHE HA TUIACTHP.

ETto 3awo npeaxoxaaiiara aHaJreTH4Ha Tepanus Tps0OBa aa ce npeycTaHOBH MOCTENEHHO clie/l
HaYaJHOTO MpHJaraHe Ha ITbPBUSA MJIACTHP 0 AOCTHraHe Ha 00e300/sBala ePUKACHOCT

Tumpupane na oozama u noooOwvpICAWa mepanus
[TnactupsT BukTanun TpsaOBa na ce noagMeHs Ha BCEKH 72 yaca.
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Jlo3aTa Tpa6Ba Ja ce THTpHpa MHAMBHAYaTHO Ha 6a3ara Ha cpeaHaTa JHEBHa ynorpeda Ha
OOMBJIHUTETHH aHAJITETHLIM JI0 MOCTHraHe Ha 0anaHc MeXy aHaJIreTHYHa e(PUKACHOCT H
MOHOCHMOCT. THTpHpaHETO Ha 103MPOBKaTa OOMKHOBEHO TPsAOBa 11a c€ H3BBPIIBA C YBEJIMYaBaHE OT
12 MuKkporpama/yac WM 25 MUKporpama/4ac, BbIIPEKH Y€ TpsiOBa Ja ce OTYMTA U Hy>KAaTa OT
NOMBJIHUTENHA aHanre3us (45/90 mg/nen MopdHH NepopaiHO = TpaHCAepMaIeH (peHTaHHUI

12/25 mukporpama/dac), KakTo M1 HUBOTO Ha OoJikaTa, KOATO U3MHUTBA NauMeHTHT. (el noBHilaBaHe
Ha 103aTa MOXKe J1a ca HeoOXoauMH A0 6 JHH, JOKATO ce NMocTUrHe 6anaHc npu HoBarta no3a. ETo
3alll0 ciie] MOBUIIaBaHe Ha 103aTa NaluMeHTUTe TpAOBa Ja U3MOo3BaT IJIaCTHPH ¢ NO-BHCOKATa /1032 B
paMKHTE Ha JB€ 72-4aCOBH MPHUJIOKEHHS MPEAH J1a C€ H3BBPIIH CIEABALLOTO NMOBHLLIABAHE.

3a 1034 no-Bucoku ot 100 MuKporpama/yac Moxxe f1a Ob/ie H3MO0/I3BaH NMOBEYE OT €IHH IUIaCTHP
Bukrauun. [lalMeHTHTEe MOraT a C€ HYXXIaAT OT NEPHOAHYHH JOMBbJIHUTENIHH 1034 KpaTKOJACHCTBALIL
aHAJITETHK NPH ,,MEXKIWHHH NPUCTBHNH" Ha Goska. [IpH HAKOM NALMEHTH MOXeE J1a ca HEOOXOAUMH
NOIMBJIHUTETHH WK aITepHATUBHH METOJU Ha OMUHOM/HA TeparnHus,, Korato 103MTe Ha BUKTaHU
Haasuiasar 300 MUKporpamMa/yac.

[1pu nunca Ha aaeKBaTeH KOHTPOJI Ha OoJsikaTa TpAOBa J1a ce MMa MpeABK Bb3MOXHOCTTA 32
XHIEpajre3us, MOHOCMMOCT M NMPOrpecus Ha MoAJekKaloTo 3abonsasaHe (BX. To4ka 4.4).

AKO aHANre3usATa € HeJIOCTaTh4YHa CaMO NPH ITbPBOTO NMPHJIOKEHHUE, TUIaCTUPBLT BUKTaHHI MOXKeE 1
6bae cMeHeH ciel 48 waca ¢ apyr MIacTHp Che ChillaTa 103a WIH A03aTa MOXe fa Obe noBHileHa
cnen 72 yaca.

AKoO ce Haiara racTHpbT 1a ObJe CMeHeH (Hamnp. ako najHe) NpeaM Ja ca H3SMUHaIH /2 Jaca, TpaOBa
1a ce MOCTAaBH IJIACTUP ChC ChIllaTa 03a, HO Ha Apyro MAcTo. ToBa MoXe J1a 1oBe/ie 10 NMOBHILIEHA
cepyMHa KOHLIEHTpaLus (BXK. TOYKa 5.2), eTo 3al10 NauMeHTsT TpaOBa 1a ce Hab/oaaBa BHUMATEIHO.

[Ipoovadicumennocm u yeau Ha 1e4eHuemo

[Tpeau 3anouBaHe Ha eyeHHe ¢ Bukranua ¢ nauueHTa TpsaOBa /1a ce 00CHAM CTpaTerus 3a JIeYeHHEeTo,
BKJIIOYMTETHO NMPOAB/DKHTEIHOCT M LIEJIH Ha JICYEHHUETO, KAKTO M CXE€Ma 3a NpeyCcTaHOBABaHE Ha
JIeYEHHETO B CHOTBETCTBHE C PHKOBOJICTBATA 3a JieyeHHe Ha Gonka. [1o Bpeme Ha ieueHHETO TpsAOBa 1a
MMa 4eCT KOHTAKT MEX/y JieKaps U NMalMeHTa, 3a a ce OLIeHH HeOOXOUMOCTTa OT NPOABb/DKABaHE Ha
JIEYEHUETO, J1a ce OOMMCIIM NPeyCTaHOBSBAHE HA JICYEHUETO U J1a C€ KOPHUIHpaT 103UTe, aKo €
Heobxoaumo. IIpu nunca Ha aaeKkBaTeH KOHTPOA Ha Oonkara TpsAOBa 1a ce OOMHMC/IM Bb3MOXKHOCTTA 32
XUIEepaIre3us, ToJIEPaHC U MPOrpecHs Ha OCHOBHOTO 3abosisgBaHe (BX. TouYKa 4.4).

IIpexpamseane na npuiazanemo Ha Buxmanun

AKO ce Hajara rnpeKparsaBaHe Ha JieueHHeTo ¢ BukraHui, 3aMecTBaHETO ¢ APYrH ONMHOMAM TpAOBa 1a
ce M3BBPILBA MOCTENEHHO, KaTo Ce 3amoyBa ¢ HUCKH /1034, KOHTO 6aBHO ce nosuiuasart. ToBa ce
Haslara, Thbi KaTO KOHLIEHTpalLlMUTE Ha PEHTaHW/ Ce MOHMUXKABaT MOCTENEHHO CJIel OTCTPaHABaHEe Ha
TpaHcaepManHus penTannia. Moxe aa ca HeoOxoanmu 20 yaca WM NoBeYe, 3a 11a Ce MOHHKH
cepyMHaTa KoHueHTpauusa Ha ¢peHranuia ¢ 50%. 1o npuHuMN, NnpeKkpaTaIBaHEeTO Ha ONMUOKUHATA
aHanre3us TpAOBa J1a ce W3BBPILBA MOCTENEHHO, 3a J1a ce U30erHaT CHMNTOMHMTE Ha a0CTHHEHLIMS
(B.ToYkH 4.4 1 4.8). Uma cbob1ieHus, ye Obp30TO CnipaHe Ha ONMHOUIHHTE aHANINCTHULIM TMPH
NaLMUEHTH, KOUTO ca PU3HYECKH 3aBUCHMH OT ONMHOMIH BOAH 10 CEPHO3HH CHMITTOMH Ha OTHEMaHe H
HeKoHTposiMpyeMa 6onka. Hamanseanero TpsOBa na ce OCHOBaBa Ha HHAWBHAYaJlHaTa 1034,
NPOAB/DKHTEIHOCTTA Ha JICYEHHETO M MOB/IMABAHETO Ha MALIMEHTA M0 OTHOLIEHHE Ha OoJikaTa 1
CUMMTOMMTE Ha oTHeMaHe. [lauueHTHTe Ha NPOAB/DKUTEIHO JI€YEHHE MOXKe J1a C€ HYXKAAAT OT I0-
MOCTENEHHO HaMaJIsBaHe. 3a NalMeHTH, KOMTO ca OMUJIM JIEKYBAHH 3a KPaThbK MEPHO/ OT BpEME, MOXKE
na ce oOMHucIM no-0bp3a cxema 3a HaMasIsBaHe.

[1pu HAKOW NMALMEHTH ciie]l MPOMAHA Ha aHaJINeTHKa WIM J103aTa MOrart Ja Bb3HUKHAT CHMITTOMH Ha
OonUouaHa abCTHHEHLIMA.

Tabauuu 1, 2 u 3 TpsaOBa Aa ce U3MOA3BAT €AMHCTBEHO 3a IPEMHHABaHE OT 1
TpaHcaepMasieH (eHTaHW, a He OT TpaHcAepMalieH (PEHTaHHIT KbM APYTH Te
3aBUILIABAHE HA JI03aTa HA HOBMS aHAJINETHK, KOETO MOXKE /1a MpeAH3BHKa Ip
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Cneyuannu nonyaayuu

Cmapuecka év3pacm
[TaumeHTHTE B CTapyecKa Bb3pacT TpAOBa Aa ce HaOironaBaT BHUMATEIHO, KaTo /03aTa ce onpeaes

WHIMBUIYAJIHO B 3aBUCHUMOCT OT ChbCTOSHUETO Ha MalMeHTa (BX. TOUKH 4.4 1 5.2).

[Tpu nauMeHTH B CTapyecka Bb3pacT, HEYNoTpeOABaIM ONMHOMIHH aHAJITETHLIM, JIEYEHHETO TPAOBa Ja
ce MPOBEX/1a €AHHCTBEHO, aKO MOJI3UTE HaJBULLIABaT pUCKOBETE. B T€3H ciryyau 3a mMbpBOHA4aIHO
nevyeHue TpAOBa aa ce npuara eIMHCTBEHO 103a OoT 12 MHKporpama/yac TpaHcaepMalieH (peHTaH I,

bvopeuno u uvepnoopobno yspexcoane
[TaumenT ¢ 6BO0peyHO WK YepHOAPOOHO yBpexxaaHe TpAOBa 1a ce Hab/IoJaBaT BHUMATEIHO, KaTo
1103aTa ce ornpeaeis HHIWBHAYAITHO B 3aBUCHMOCT OT ChCTOSSHHETO Ha MalHeHTa (BX. To4kH 4.4

u5.2).

[pu nauueHTH ¢ 6LOpeYHO K YepHOAPOOHO YBpEeXKIaHe, KOUTO HE ca yrnoTpeOdsBany ONHOMAHH
aHAJINETHLIH, JIEYEHHETO TPAOBa Ja ce NMpoBeXKa €AMHCTBEHO, aKO MOJI3UTE Ha/IBULLIABAT pUCKOBeTe. B
T€3M CJIy4YaH 3a MbPBOHAYAIHO JieueHHe TpsAOBa J1a ce npuiara eHHCTBEHO /103a OT

12 MuKporpaMa/yac TpaHcaepMaiieH (PEHTaHHUII.

[Teouampuyna nonyaayus

Jleya na 16 u nogeue coounu.
Jlo3aTa € KakTO NpH Bb3PacTHH.

Jleya mexncoy 2 u 16 2coounu:

Bukranun TpaOBa 1a ce mpuiiara caMo Ha OHe3H NeJHaTPUYHHU NMalMeHTH (Ha Bb3pacT MEeXIy 2 H

16 ronuHH), KOUTO UMAT A0Opa MOHOCUMOCT KbM ONMHOMIH, KOMTO BeY€ ca NpHEMAaJIM IHEBHA 11034,
eKBUBAJIEHTHA Ha He rno-Maiko ot 30 mg MopdHH nepopaiHo. 3a NpeU3yUC/ISBaHE Ha 03aTa NpH
neJHaTpHYHH NMALMEHTH 3a NPEBKIIOYBAHE OT NEPOPATHO HJIH MAPEHTEPATHO JIEYEHHE C ONMHOMIH KbM
BukTaHui HanpaBeTe CripaBka 3a npeoOpa3yBaHe ¢ €KBMBaJICHTHaTa aHareTH4Ha ao3a (Tabivua 1) 1
npenopbYMTENHaTA 1032 BUKTaHW/, H34YKHC/IeHa CBITIaCHO NepopajiHaTa AHeBHaA 1038 MOp(HH

(Tabnuua 4).

Ta6nuua 4. [penopbyunTenHa 1032 HA TPaHCAepMasieH PEHTAHWI 3a NEAHaTPHYHH NaLMEHTH?,
H34HMCJIEHa CBIJIACHO NEepopasiHaTa JAHEBHA 1032 Ha MOpGHH’

Ilepopanna no3a mopdun 3a 24 yaca, | /o3a Ha TpaHcaAepMaJieH PeHTAHHJI
(mg/nen) (MHKporpama/yac)
30 - 44 12
45 - 134 25

! ipeMuHaBaHeTO KbM JI03H, NO-BHCOKH OT 25 MHKpOrpama/yac TpaHcaepMalieH GeHTaHu MpH
neJUaTPUYHH MALMEHTH € ChIIOTO, KAKTO TOBA NMPH Bb3PaCTHH NAaLMEHTH (BXK. TabiHLa 2).

2TIp¥ KJIMHHYHHTE W3MHUTBAHKA TE€3H MPaHULIM HA NEPOPATTHUTE JHEBHH 11034 MOP(HH ca H3MO0JI3BaHH
kaTo 0a3a 3a NnpeMHHaBaHe KbM TPAHCAEPMAJIHH IUIACTUPH (PEHTaHMIL.

[Tpn 1Be npoyuBaHus ¢ Aeua HeoOXoaMMaTa /103a (PEHTaHW TPAHCAEPMATHH MJIACTHPH € W3YUCIIeHA
KOHCEpBAaTHBHO: AHEeBHa J103a oT 30 mg 10 44 mg MOppHH NEPOPAIHO HIIK HEroOBaTa €KBHBAJICHTHA
ONMMOM/IHA J103a CE€ 3aMECTBAT C €IMH TpaHcAepMasieH miacTup ¢peHTanun ot 12 mukporpama/yac. Tasu
cXeMa ce MpuJjiara npu Jeua camo npy NpeMHHaBaHe OT NnepopaneH MOPGHH (MM HEroBUTE
EKBHBAJICHTH) KBbM T1acTHpH (peHTanu. CxemaTa He TpsAOBa 11a ce U3M0/13Ba 32 KOHBEPTHpPaHe Ha
TpaHcaepMalieH (peHTaHW1 KbM JIpYrH ONMHOM/IH, Thil KaTO € Bb3MOXKHO /1a ce Habmo1aBa
npeao3upaHe.

Cnejn npujaraHe Ha bpBaTa 103a aHAJIFeTHYHUAT e(PeKT npe3 mbpBUTe 24 yaca
ontuMasieH. ETo 3aio no speMe Ha mbpBHTE 12 4Yaca ciea npeMHHaBaHE KbM
NMalMEHTHTE € HeOOXOAMMO /1a ce nmpuiiaraT NpeaMIIHUTE YCTAHOBEHH JI034 aH
caeapauure 12 yaca Te3u aHaJIreTUUM TpaOBa a ce npueMar NnpH KIHHHUYHa
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[IpenopbyBa ce MOHUTOPHUPAHE Ha MaLIMEHTHUTE NMOHe 48 Yaca cnel HHHLIMMPaHe Ha TepanusTa ¢
BukraHun WM 10 TUTPHPAHE Ha 103aTa 3a MosiBa Ha HeXKeJIaHH JIEKapCTBEHH peaKkLUMH, KOUTO Morat
71a BKJIIOYBAT XUIMOBEHTHJIALUA (BX. TOUKa 4.4).

Bukranui He TpaOBa 1a ce ynorpeOsaBa npM aeua Ha Bb3pacT 1o 2 roAMHHU, ThH KaTo 0€30nacHoOCTTa
1 €()MKACHOCTTA HE Ca YCTAHOBEHH.

Tumpupane na oozama u nooovpIICaa mepanus npu oeyda

[TracTupsT Bukranun TpabBa na ce cMeHs Ha Bcekd 72 waca. Jlo3ara TpsOBa na ce TUTpUpa
MHAMBHIYAJIHO [0 NMOCTHraHe Ha GalaHC MeX/1ly aHaIreTH4YHa e(pUKacHOCT ¥ MOHOCHMOCT. Jlo3aTa He
TpsOBa /1a ce yBeJM4aBa Mpe3 HHTEPBAJIM NMO-KPAaTKH OT 72 4aca. AKO aHAINETHYHHUAT €PeKT Ha
BuKTaHWI € HEAOCTAThYEH, € HEOOXO0AUMO J1a C€ MPUJIOXKAT JOMBJIHUTENHO MOP(HH WIH ApYTH
KPaTKO JMCTBALH ONMHOMIK. B 3aBUCHUMOCT OT JOMBJIHHTEIHHTE HYXKIH OT aHAJINFETHK U CbCTOAHHETO
Ha 6onKaTa npH JETETO € Bb3MOXKHO J1a Ce€ HaJIOXKH NMOBHLIABaHE Ha A03aTa. AJaNTHPAHETO Ha 103aTa
ce U3BBPILBA MOCTeNneHHo ¢ 12 MUKporpama/yac.

HauyuH Ha NMPUIIOKEHHE
BukTaHu1 € npeiHa3HayeH 3a TPaHCAEPMAaIHO NMPHJIOKEHHE.

BukTaHun ce nmpuiiara BbpXy IJIOCKaTa HepasJipa3HeHa i HeoOJIbYeHa KOXKHa I'IOB'I::]JKH()CT Ha Topca
WJIM TOpHATAa YacT Ha PbKara.

[Tpn Manku Jena KaTo JIOKalus ce Npeanoymra Ko)kaTta Ha ropHarta 4acT Ha rbp0a, 3a Ja ce
MHHHMH3HpPa Bb3MOXKHOCTTA 32 OTCTPAHABAHETO MY.

OKOCMABAHETO OT MACTOTO 32 MpHJIaraHe ce OTCTpaHsABa (MPEANOYHTAT C€ HEOKOCMEHH Y4acTbLH),
KaTO Ce WU3M0JI3Ba HOXKHLIA, a HE caMoOpbCHauKa. AKO € He0OOXOAUMO Npear NpuiaraHeTo Ha
MJacTHpa MACTOTO Ha MPHUIOXKEHHE Ce MOYUCTBA C MOMOLITA Ha YyKcTa Bo/a. He TpsabBa na ce
W3I10J13BaT CanyHH, MacJia, JJIOCHOHH WJIH JAPYTrH BELIECTBa, KOMTO MOraT Jia pa3Jipa3HAT Ko)KaTa WiH Ja
MPOMEHAT HeliHUTe XapakTepucTUKU. Koxkara TpsaOBa na Obae HaMmbIHO CyXa Npeau Aa ce NoCTaBH
naacTupsT. [Ipeau npunaraxe ruiactupure TpAbBa Aa ce orsnenar. IlnacTupy, KOHTO ca HapsA3aHH,
pa3/ieJIeHd WM YBpPEeeHHU He TpAOBa Ja ce nmpwiarar.

Bukranun TpabBa 1a ce U3non3Ba HEMOCPEACTBEHO Clell U3BaXKAaHe OT 3arneyaTaHaTa OrnakoBKa.
[InacTupbT TpAOBa a ce U3BaAM OT 3aLIMTHOTO caille, B KOETO CE€ ChbXpaHsABa, KaTo MbPBO C€ NpPErbHe
[0 HanpaBeHHUTE Npope3Hn (KOMTO ce HaMHupaT OJIM30 A0 CTpeKaTa BbpXY €THKETa Ha CallleTo) M Clie]l
TOBa BHUMATEJTHO C€ CKbca OOBMBKATa Ha caweTo. AKO ce M3MoJI3Ba HOXKHIIA 3a J1a C€ OTBOPH CalleTo
cpsA3BaHeTO TPAOBa a ce U3BbpLIM O6J1M30 10 3aneyaTaHus pb0, 3a 1a He Ce yBpeH IUIaCTHPBT
oTBbTpe. Pa3zpa3Ba ce 3alMTHOTO (POIHO Ha ruiacTHpa. IlperbHeTe nnacTupa no cpeaara u OTCTPaHeTe
NIBETE MOJIOBHHH OT (hoaMO0TO NooTaesiHo. Tpsadsa na ce u3bdarsa JONMp ¢ aaxe3WBHATa 4acT Ha
ractupa. [1acTHpBT ce nocTaBs BbPXY KOXKaTa M ce MPUTHCKA JIEKO € U1aH B NMPOAB/DKEHHE Ha
okono 30 cexynnu. TpsaOBa na e curypHo, 4e pbOoBeTe Ha IuiacTHpa ca 100pe 3aneneHu. Polere ce
W3MHUBAT C YKUCTa BOJA.

BukTaHu MOXe J1a c€ HOCH HEMPEKBCHATO B MpoAb/DKEHHE Ha 72 yaca. Cnel OTCTpaHABaHe Ha
NpeaxXoAHHs TPaHCAEepMaJIeH TUIaCTUP, HOBHUAT IJIaCTHP TpAOBa 11a ce NOCTaBH Ha APYro MACTO BbPXY
koxkata. TpaOBa na W3AMHHAT HAKOJIKO JHHU MPEAH 1a ce NMOCTaBH HOB IUIaCTHP BBPXY ChlllaTa KOXKHA
NMOBBbPXHOCT.

Th¥ KaTO MIACTHPBT € 3aLMTEH OT BbHIIEH BOJOHENPOHULIAEM MOKPHUBALL (PHJIM, TOH MOJXKE ChILO J1a
Ce HOCH IO BpeMe Ha KbIlaHe.

[ToHskora MoXxe Ja ce HaJlOXKH MJI1aCTUPBT Aa CE€ NMPHJIICITH AONMBJIHHTEIIHO.

AKO ciiel OTCTpaHABAHETO HA MJIACTHPA OCTaHAT ClieIM OT Hero, Te TpsabBa 1a ce M3
KOJIH4ECTBO BOJA M CamyH. 3a noynucTBaHETO He TpAOBa Ja ce U3MO0JI3Ba AJIKOXOJ1 HII
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4.3 IlpoTHBONOKA3aAHHA

CBpbXUYBCTBHUTEIHOCT KbM AKTUBHOTO BEIIECTBO HJIH KbM HAKOE€ OT MOMOLIHUTE BELIECTBA,
u30poeHH B Touka 6.1.

OcTpa niu cnenonepaTuBHa 00nka, ThbH KaTo HE € Bb3MOXKHO Jla C€ W3BBPIIK THTPHPaHE Ha 103aTa
[pH KpaTKOCpOYHa yrnorpeda u ToBa OM MOIIO J1a I0BE/IE€ 10 MOsABA HA TEXKKA WITH
KMBOTO3acTpallaBallla XMIMOBEHTHIIALIHS.

Texxka pecnupaTopHa aernpecus
4.4 ChnennHaJHH npeaynpexieHHs H NpeANa3HH MePKH NPH ynorpeda

[TauMeHTHTE, KOMTO Ca NMOJYYHJIH CEPHO3HH HEXEIaHW peakLuu, TpsaOBa na 6baaT Haba0aBaHH Haii-
MaJiko 24 4aca cien OTCTpaHsBaHe Ha BUKTaHW WM noBeyYe, B 3aBUCHMOCT OT KJIMHHYHHTE
CUMIITOMH, Thi KaTO MJIa3MEHUTE KOHLIEHTpaLlM1 Ha (PeHTaHW)1 C€ MOHHXKABaT MOCTENEHHO H

20-27 yaca no-KbCHO ca HamaJieHH ¢ 0ko0 50%.

TlaumenTute U TexHuTe GoHOrNeAa4YM TpsAOBa aa ObaaT MHCTPYKTHPAHH, Y€ BUKTaHHUN ChaABbpXKa
aKTMBHO BELIECTBO B KOJIHYECTBO, KOETO MOXKE J1a MPUYMHHU (aTaHH NMOCAEAHLM, OCOOEHO MNpH Aela.
CnenoBareHO BCHYKH TUIACTUPH KAKTO MPEeAH, TaKa M Cjie/l U3MOoJI3BaHeTO UM TpsaOBa na ce
CbXpaHABaT Ha MECTa, HEJIOCTBITHHM 3a JeLa.

[Topaau pHCKOBETE, BKJIIIOYMTENHO OT (paTajleH U3X0/l, CBbP3aHH ChC CITyYalHO M3MON3BaHe WITH
norbilaHe, HenmpaBuiHa ynorpeba u 3noynorpeba, NnalMEHTUTE M JIMLIATAa, KOMTO C€ rPHXKaT 3a THX,
TpabBa na ObaT NOCHBETBAaHH Ja ChbXpaHABaT BukTaHui Ha 6€30NMacHO U CHTYPHO MACTO,
HEZOCTBHITHO 3a JIPYTH.

L]

[TaumeHTH, HEYNOTpeOABaIM ONHOUAHN U CBCTOAHMS 0€3 TOJIEPAHTHOCT KbM ONHOHUIH

[Tpu nalMeHTH, KOMTO He ca ynoTpeOsBaay ONMMOMIHH aHAJINETHLM yrioTpedaTa Ha TpaHcAepMaJieH
¢eHTaHW KaTO HaYaJlHa ONMOMIAHA Tepanus € CBbp3aHa C MHOTO PEJIKH CTy4yaHu Ha TexKa
pecnMpaTopHa Aenpecus H/WIH CMbPT, 0COOEHO NMpPH NALMEHTH, YUATO 0O/IKa HE € C KapUMHOMHA
eruosiorud. [Ipu nauMeHTH, KOMTO He ca ynoTpedsBaiu ONMHOMIHU aHAJINETHLIM CHIIIECTBYBA
MOTEHLIMATTHA BH3MOXKHOCT 3a MOSABa Ha CEPUO3HA WK )KMBOTO3acTpalllaBallla XMInoBeHTHIALKA, 10PH
MpH NpUJIaraHe Ha Hall-HUCKUTE JO3M TpaHcAepMaieH GeHTaHW) KaTO HavyajlHa Teparnus, 0COOeHO MpH
MaLMEHTH B CTApYeCKa Bh3PacT WJIM TaKMBA C YepHOApoOHO WM 6b0pedHo yBpexaaHe. TeHaeHumsTa
3a pa3BMTHE HA TOJIEPAHTHOCT Bapypa CHIHO MEXY pa3iM4yHuTe nauueHTH. [lpenopbusa ce
BukTaHua 1a ce npuiara rnpH rnaideHTH, KOWTO HMaT MOHOCHUMOCT KbM OTNHOHMIH (BX. TOUYKa 4.2).

PecniupaTopHa aenpecus
Hsakou nauMeHTH Morar Ja nojy4aTt 3HayuTelIHa pecriipaTopHa JenpecHs ciel NMpUioXkKeHUe Ha

Bukranwn; naumeHTruTe TpAOBa 1a ObaaT HabaK0AaBaHU 3a NPOSBa HA T€3H MPH3HALIH.
PecnivparopHara Aenpects Moe Jla IepCUCTHPA U cjie]l OTCTPaHABAHETO Ha MJiacTipa BukTaHu.
YecTroTaTa Ha HHLMAEHTH C MOTHCKAHE Ha JIMILIAHETO HApacTBa YCMOPEAHO C YBEIHYaBAHETO HA
no3ara Ha (peHTaHMN (BXK. TOUKa 4.9).

OnUoXAXTE MOTaT Ja MPUYHHAT JUXATEIHH HapyLUIEHHUs 110 BPEME Ha ChbH, BKJIIOYHTEIHO LIEHTpaJIHA
cbHHa anHes (LICA) u xunokcemus 1o Bpeme Ha ChbH. Ynorpedara Ha ONMHOMAH NOBHILIABA PHCKA OT
LICA no po3o3asucum HauuH. [1pu naumentu ¢ nposeu Ha LICA na ce oOMHCIIM MOHM)KaBaHe Ha

oO11ara 103a ONMUOMIH.
}

Puck npu chobTeTBalla ynoTpeba Ha BeutecTBa, notuckay LIHC, BKIIOYHTENHO CEAAR j
OeH30AHa3eNnUHH WK NOJI0OHH JIeKapCcTBa. aJIKOXO0J U HAPKOTHYHH BELIECTBA, M0 .f" ,;? \’fg'o \\
"l.|1 ‘

3
EnnoBpeMeHHaTa ynorpe6a Ha (peHTaHWI1 U CeaTHBH, KaTo OEH301Ma3eNTMHHA KT} rtn ol QGHH 5 ,-,_n g\ =

'u L

JIeKapCcTBa, aJIKOXOJ WM HApKOTHYHH BelecTsa, notuckawiu LITHC Moxe na noBe .r 10'Ce Efﬂ!lﬂh,. sk | S|
pecnupaTopHa Jenpecus, koma U cMbpT. [lopaau Te3u pucKoBe E:,[I.HOBPCME:HHOT(\ ﬂgegmﬁﬂe ¢BC / « ;
ceJaTUBH TpAOBa na Obje 3ana3eHo 3a NalKWeHTH, NMPH KOUTO HE Ca Bb3MOXKHH anfeprfafnﬂnn . .:F-‘:
Bb3MOXKHOCTH 3a JiedeHHe. AKO C€ B3eMe peLlEHHE 3a NpeAnrcBaHe Ha (PeHTaHW el H qﬁm -
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cellaTHBH, TpAOBa Aa ce W3MOo/I3Ba HaW-HUCKATa e)eKTUBHA 1032 H MPOJAB/DKHTETHOCTTA HA JICYEHHUETO
TpsAOBa 1a Obae Bb3MOXKHO Hal-KpaTKa.

[TaumenTHTe TpaOBa Na ObAAT BHUMATEIHO MPOCIEAABAHH 3a NPU3HALIM U CHMIITOMH Ha
pecnupaTopHa Jenpecus u ceaupaHe. BbB Bpb3Ka ¢ TOBa, C€ NMpenopb4uBa HaCTOATENIHO J1a Ce
MH(OPMHPAT MALMEHTUTE U FPHXKELLIUTE Ce 3a TAX (KOraTo € MpUIoKHMO), 3a 1a ObJIaT 3aro3HaTH C
TE€3W CUMITTOMM (BX. TO4YKa 4.5).

XpoHuyHH Oenoapobuu 3a00s1aBaHUA
[Tpy nanMeHTH ¢ XpOHUYHH OOCTPYKTHBHHM WK ApyrH OenoapodbHH 3abonsaBaHus BukTaHuI MOXe na

peAM3BHKA MO-TE€KKH HEeXKEJIaHHU JIEKapCTBeHH peakuuH. [1pH TakHBa NalMeHTH € Bb3MOXKHO
ONMHOMIMTE a MOTHCHAT AuXxaTe/iHaTa GyHKUHMSA W a yBeJIMYaT CbIIPOTHBJICHUETO Ha JIUXATETHHTE
MbTHLLA.

ObarocpoyHu jeueOHu eeKTH U MOHOCHMOCT

[TpH BCHMYKH NaLIMEHTH MOJXKE J1a C€ pa3BHe MOHOCHMOCT KbM aHAJINETHYHHUTE €(PEKTH, XUNepasresus,
¢u3Hyecka 3aBUCHMOCT M MCHXOJIOTHYECKa 3aBUCHMOCT NPH MHOTOKPaTHO NMPHJIOXKEHHE Ha ONMTHOMIH,
JIOKATO HEMbJIHA MOHOCHMOCT CE Pa3BMBA 3a HAKOW HEXKEJIAHW PEaKLMH KaTo 3arek, Mnpeau3BHKaH oT
onuouaH. [lo-cneuyanHo Npy NaLKMeHTH ¢ XpOHUYHA HepakoBa 00Jika, ce choOllaBa, 4e Te MOXe Ja
HE M0JIy4aT 3Ha4MMO NoI00peHre Ha HHTEH3UTeTa Ha 00JIKaTa OT NPOAB/DKHTEIHO JICYEHHE C
ONMMHOMM B ABJArocpoyeH miaH. [1o Bpeme Ha neyeHueTo TpsOBa 1a MMa YECT KOHTAKT MEXY JieKaps
MauMeHTa, 3a Aa Ce OLEHH HeOOX0AMMOCTTa OT NPOAb/DKABaHE Ha JieueHHUeTO (BxK. To4ka 4.2).. Koraro
ce MpELEHH, Y€ HAMA M0JI3a OT MPOAB/DKABAHE Ha JIEYEHHETO, TPAOBa /1a ce M3BBbPILIN THTPUPaAHE C
MOCTENEHHO NMOHWKaBaHe Ha J103aTa, 3a Jia ce€ NPeAOTBPATAT CUMIITOMH Ha OTHEMaHe.

He cnupaiite psa3ko BUKTaHWI NpH NaLMeHT, KOUTO € PU3HYECKH 3aBUCHM OT onuouau. Ilpu
BHE3aIHO NpeKpaTsBaHe Ha TepanuaTa Wik NOHWXKaBaHe Ha J03aTa MOXe J1a Bb3HHKHE CHHIPOM Ha
OTHEMaHe Ha JIEKapCTBOTO.

Mma crobieHus, ye 6bp30TO NOHMKaBaHe Ha BUKTaHU NpH NaLMEHT ¢ QU3HYECKH 3aBHCHM OT
OMMOUIH, MOXKE J1a I0BEJIE 0 CEPHO3HH CHMIITOMH Ha OTHEMAaHE U HEKOHTpOJIMpyeMa 0oJiKa (BXK.
ToukH 4.2 ¥ Touka 4.8). Koraro naljueHTbT BeUe He ce Hy»/ae OT Teparnus € npenopb4yuTesIHO
NOCTENEeHHO NMOHWKaBaHe Ha 103aTa, 3a Aa CBeJaT 10 MMHUMYM CUMIITOMHTE Ha OTHEMAaHE.
[ToHM>KaBaHETO OT BHCOKA 1032 MOXE J1a OTHEME CEAMMLIU 10 MECELIH.

CHUHApPOMBT Ha OTHEMaHE Ha OMMOMIHM JIEKAPCTBA C€ XapaKTepH3Hpa ¢ HAKOH HIH BCHYKH OT
ClIeIHUTE CUMNTOMMU: 6€3MOKOMCTBO, ChiI3EHE, PHHOPEs, MPO3sBaHe, U3MNOTABaHe, BTPHCAHE, MUAJITHA,
MHpHa3a U cepuebueHe. Morar 1a ce pa3BUAT H PYrH CHMIITOMH, BKJIIOYHTEIHO pa3ipa3HUTENTHOCT,
Bb30Yy1a, TPEBOXKHOCT, XUIMEPKUHE3HUs, TPEMOP, c1abocT, 6e3cbHHE, AaHOPEKCHS, KOPEMHH Ca3MH,
rajieHe, NOBpbIlaHe, IMapHs, MOBUILIEHO KPbBHO HAJIAraHe, MOBHILIEHA IMXaTelHA WIH Cbpe4YHa
YyecToTa.

Pa3scTpoiicTBa, cBbp3aHu ¢ ynorpebara Ha onMouaHM (310ynorpeda ¥ 3aBHCUMOCT)
MHorokpaTHaTa ynorpeba Ha Bukranwi Moxe J1a 10Be/ie 10 NosiBa Ha pa3CTPOHCTBA, CBbP3aHH C

ynorpeba Ha onuouau (OUD). I1o-Bucoka no3a ¥ no-roisgmMa npoab/DKHTETHOCT Ha OMMOUAHATA
Tepanus Morar Jia yBeJauyar pucka ot passutue Ha OUD. 3noynorpebara unm ymuuuieHaTa
HenpaBuiHa yrnoTtpeba Ha BukTanun Morat 1a 1oBeaar A0 Npeo3upaHe W/HWIH CMBPT. PUCKBT OT
pa3sutHe Ha OUD ce yBenuuaBa npu NMauMeHTH C JIMYHA WK (paMHIHA aHaMHe3a (POAUTENIH HITH
OpaTs ¥ cecTpH) 3a HapylIEeHHUs, CBbP3aHH ¢ yrnoTpedara Ha BelLECTBA (BKIKOYHTETHO pa3CTPOHUCTBO,
CBBP3aHO ¢ ynoTpebara Ha ajKoXo0J/1), PH HACTOALIM IMyIIaYH WIH NPH NalLKeHTH C JIM4YHa aHaMHe3a
3a PYTH MICHXWYHH pa3CcTpOHCTBa (Hamp. TeXKa Jenpecus, TPEBOXKHOCT H IMYHOCTHH pa3CTpOMCTBA).
[Tpeau 3anouBaHe Ha jiedyeHHe ¢ BUKTaHMI M 1O BpeMe Ha JIEUEHHETO ¢ NaLueHTa TpsadBa ce 00CchadT
LIEJIMTE Ha JICYEHHUETO H CXEMa 3a NMpeycTaHoBABaHE (BXK. Touka 4.2). [Ipeau v rno BpeMe Ha JIeYEHHETO
nalHeHTHT TPAOBa na Obae nHGopMHpaH U 3a puckoBeTe H npu3HauuTe Ha OUD. Ako ce nosBAT
TaKMBa NPU3HALY, NaLMEHTUTE TPAOBa 1a ObAAT NOCHBETBAHH /14 C€ CBBHPIKAT ChC CE KB f?g\
[TaumeHTHTE, NEKYBaHM C OMUOMIHM JIeKapcTBa, TpAOBa aAa ObaaT HabmoAaBaHH ,ﬁ‘ TP 5‘
i\

OUD, kato HanpuMep NoBeIEHHE, CBBP3aHO ChC 3aCHJIEHO ThPCEHE Ha JIEKapCTRY n@ﬁg \
'f‘mm&mq

TBBP/IE PAHHO KeJIaHHe 3a MOBTOPHA 103a), 0COOEHO NPH NALMEHTH ¢ NOBHILIECH|pUS
perjea Ha ChbITbTCTBALLO JIEYEHHE C OMTHOMIH M NICHXOAKTHBHH JIEKapCcTBa (Kat( Gj mxmwmfiﬁfﬁ =
3a nauMeHTH ¢ npu3HalM U cumntomu Ha OUD Tpsabsa na ce oOMHCIIH mncymh H‘g tﬁémﬂﬂaﬂmr |
10 3aBUCMMOCTH. AKO Ce HaJjlara JIeYeHHETO ¢ ONMUOMAH TpsAOBa J1a ce MpeKpaTH (BX. YouKa 4.4).~

-'--II-I"

9 ‘\ ”}ﬁmﬁ“’
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3aboasBanus Ha LleHTpasiHaTa HEPBHA CHCTEMA, BKIIOYHUTENHO MOBHIIIEHO BbTPEYEPENHO HANIATAHE
Buxranun Tpsa6OBa a ce M3MoJ3Ba ¢ NOBULIEHO BHUMaHKE MPHU NMalMEHTH, KOUTO MOXKE 1a ¢a 0CODEHO
YyBCTBHUTEIHH KbM MHTpaKpaHHaTHUTE edekTH Ha 3aabpkaHeTo Ha CO», KaTo HanpUMep Te3H C
JIAaHHHM 3a MOBUIIEHO BhTPEYEPENHO HaJIAraHe, HapylIeHO Chb3HaHWe WK KoMa. Bukranui TpsadOBa na
ce mpuJjiara ¢ NoBUIIEHO BHUMaHHWE Ha NALMEHTH C MO3bYHH TYMOPH.

CobpeyHH 3a00/19BaHUA
deHTaHUI MOXKeE 1a npeau3Buka Opaaukapaus. [lopagu ToBa Bukranun TpsOBa na ce npunara c

BHMUMaHHKE Ha MalUMEHTH C OpaaHapHTMHS.

XHIIOTOHHSA

OnUOUIUTE MOTaT J1a NMPEIHBHKAT XHIIOTOHHUSA, 0OCOOEHO NpPH MALMEHTH ¢ 0CTpa XunososieMus. [1peau
3aMo4YBaHe Ha Teparus ¢ TpaHCAEPMAaJIHH TUIaCTUPH Ha GEHTAHW/I CHMITTOMATHYHHUTE XHITOTEH3HA
W/WIK XMIIOBOJIEMHS TPAOBa 1a ObaT KOPUrHpaHH.

YepHoapoOHO yBpexaaHe

Toit kKaTo peHTaHH) ce MeTaboIH3Hpa A0 HEAKTUBHH MEeTab0JIMTH B YepHHA ApO0, 4€PHOAPOOHOTO
yBpexaaHe MoXe Jia 3a0aBH eJIMMHHHUPaHETO My. AKO MalMEeHTH ¢ YEPHOAPOOHO yBpexkaaHe npHeMar
Bukranuin e TpabBa na 6baat HabMoAaBaHW BHUMATENTHO 3a NMPU3HALKM HA TOKCHYHOCT OT CTPaHa Ha
deHTaHua ¥ aKko € HeoOXOAMMO 103uTe Ha BHKTaHWI ce MOHMXKABAT (BX. TOYKa J5.2).

brOpeuHo yBpexaaHe
Benpeky, ye He ce oyakBa yBpeaeHaTa Ob0peuHa QyHKLUMS [a 3acerHe eJIMMHHHPAHETO Ha (PEHTaHWUI

B KJIMHHYHO 3HA4YMMa CTEleH, Ce NpenopbyBa NOBUILIEHO BHUMAHUE, ThH KaTO MPH Ta3H NMOITyJiaLus
nauMeHTH apMaKOKHHETHYHHMTE nMapamMeTpH Ha peHTaHW He ca OLICHABaHH (BXK. TOYKa 5.2). JleueHue
MOXe J1a ce OOMHMCIIM caMo aKko MoJji3aTa HaJIBHIlaBa PUCKOBETEe. AKO MaLMeHTH ¢ 6b0peuHo
yBpexaaHe npueMat Bukranun, Te TpsaOBa na ObaaT HabmonaBaHW MHOTO BHMMATEJTHO 3a NOsBa Ha
MPHU3HALIA HA TOKCHYHOCT OT ()EHTAHMI1, U aKO € HeobXxoaumo, 103aTa TpsbBa 1a ce noHwxH. [1pu
nalMeHTH ¢ ObOpeYHO yBpexkKaaHe, KOMTO He ca ynoTpedsBav ONMHOK/IH, C€ NMpUaraT A0MbIHUTETHH
orpaHu4YeHus (BX. To4ka 4.2).

[TaLiMeHTH ¢ Tpecka/NpeKH U3TOYHHULIM Ha BbHIIIHA TOIUIMHA

KoHueHTpauuuTe Ha eHTaHUA MOraT /ia ce MOBHILAT, aKO C€ MOBHUIIHM TEMIepaTypaTa Ha KoxkaTa (BX.
Touka 5.2.). [Topaau ToBa nalMeHTH ¢ Tpecka, TpAOBa na ObaaT HabmoaaBaHH 32 OMTHOMIHH HEXKEJIaHH
JIEKapCTBEHH PEAKLIMH K NMPH HeOOXOAMMOCT J103aTa Ha BukTranu TpsOBa na ce NoHMKH. Bb3MOXKHO e
MJa3MEHHUTE KOHLIEHTPALIMK Ha (PeHTaHWI Aa ce MOBHULLIAT B 3aBUCHMOCT OT TEMIIepaTypara, KoeTo aa
JIOBe/Ie 10 NMpea03upaHe U CMbPT.

Bcuuku naipeHTH TpAOBa Aa ObAaT NOCHBETBAaHU Ja U30ArBaT U3j1araHeTo Ha MACTOTO HA MOCTaBsAHE
Ha BHKTaHHWI Ha NPEeKH W3TOYHULIM HAa BbHILHA TOIUIMHA (Hanp. 3arpsBallld Bb3IJIaBHULIM,
eJIEKTPHUYECKH OIes)1a, OTOIUIEHH BOJHH JIerJia, JIaMITH 3a HarpsiBaHe HJIH COJIapHyM, C/TbHYEBH OaHH,
OYTHJIKHM C TOIUIa BOJa, CayHa, MPOAB/DKUTEIHH ropeiiy 6aHu, MK cna-npoueaypH B JDKaKy3H C
TOIU1a BOJA).

CepOTOHHHOB CHHIAPOM
[IpenopbuBa ce MOBULLIEHO BHUMaHHE, KOraTo ¢eHTaHU ce nmpuara €eAHOBPEMEHHO C JIEKapCTBa,

KOMUTO OKa3BaT BJIMIHHE BbPXY CEPOTOHUHEPrHYHUTE HEBPOTPAHCMHUTEPHH CHCTEMH.

[TosiBaTa Ha CEPOTOHHHOB CUHIPOM, KOMTO € MOTEHUHAIHO XKHBOTO3aCTpallaBalllo CbCTOAHUE, MOXE
11a HaCTHIH NPH eJHOBpEMEHHAaTa ynorpeda Ha CEpOTOHHHEPrHYHH JIEKAPCTBEHH NMPOAYKTH, KaTo
ceJIEKTHBHH MHHXHMOHUTOPH Ha 00paTHOTO 3axBalllaHe Ha cepoToHHHa (SSRIs) u HHx O e |
00paTHOTO 3axBalllaHe Ha cepoTOHMHA M HopenHHeppuHa (SNRIs) u ¢ nekapcTBa/kKQ
\
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CepOTOHHHOBMAT CHHJIPOM MOJXKE /1a BKJIKOYBA MPOMEHH B IICUXHWYHHUA cTaTyc (Hanp. Bb30yaa,
XaJTIOLIMHALIMHK, KOMa), HeCTaDWJIHOCT Ha BereTaTMBHaTa HEPBHA CUCTEMa (Hamnp. TaXUKapaus,
HecTaOMJIHO KPBBHO HaJIfiraHe, XUIepTepMHS ), HEBPOMYCKYJIHH aHOMAJIMH (Hanp. xuneppeduexkcus,
HEKOOPAHHHPAHOCT, PUTHIHOCT) W/HWJIH CTOMALIHO-YPEBHH CUMIITOMHM (Harp. raaeHe, NoBpblIaHe,

nHapms).
AKO ce noao31upa CEpOTOHHHOB CHHAPOM, JIEYEHHETO ¢ peHTaHW TpAOBa J1a ce NpeyCTaHOBH.

B3auMoaeHCTBHA C IPYTH JIEKAPCTBEHH MPOAYKTH

Huxubumopu na CYP3A4

EnnoBpemMeHHOTO npunaraHe Ha Buktanua ¢ uHXUOUTOpH Ha uutoxpoM P450 (CYP3A4) moxe na
AoBeJe A0 MOBULIEHH IJ1a3MEHH KOHLICHTPALMH Ha (PEHTaHHJI, KOETO OT CBOS CTpaHa Jia I0Be/ie 10
MOBUILEH WK YIb/DKEH TepaneBTHYeH e()eKT WIH MOBUIIEHA YeCTOTa Ha HeXKeJIaHH JIEKapCTBEHH
peakiLMH U 10 MOofABa Ha TeXKa pecnupaTtopHa aenpecus. CneaoBaresHo eAHOBpEMEHHATa yrorpeoda
Ha Buktanun u uHXxuburopu Ha CYP3 A4 He ce npenopbyBa, OCBEH aKoO MOJ3UTE HAJABUILIABAT
MOBHIIEHHS PUCK OT HeXeNaHu peakud. OOMKHOBEHO NaUMEeHTHT TPAOBA 1a U34aKa 2 HH ciel
npekpaTaBaHe Ha jeyeHueTo ¢ CYP3 A4 uuxubuTop npeau Aa NpHIOKH ITbPBHS T1acTHp BHKTaHWIL.
Bce nak npoab/KUTEIHOCTTa HA MHXHOHpaHe Bapupa U 3a HAKOH CY P3 A4 HHXUOUTOPH C ABJIBI
eJIMMHHALIMOHEH MOJTY>KUBOT, KaTO HANPpUMEp aMHOAAPOH HJIHM 3a 3aBUCUMH OT BPEMETO HHXHOHUTOPH
KaTO €PUTPOMHMLIMH, HAENATH3H0, HUKApAUIIHH U PUTOHABHP, MOXKE J1a € HEOOXOAMMO TO3H MEpHOA Aa
O6bae no-awasr. ClienoBaTenHo, NPeAU aa Ce NocTaBy MbPBUAT MiacTup Bukranun Tpabea aa ce
HarnpaBH cnpaska ¢ npoaykroata uH(opmaums 3a CYP3 A4 uHxuburopa OTHOCHO NepHo/a Ha
e/IMMHHHUpaHE Ha AKTUBHOTO BELECTBO U NMPOABDKUTEIHOCTTa HA HHXHOMPALIOTO NEHCTBHE.
[TauueHT, KOHTO ce nekyBa ¢ Buktanun TpAaOBa Aa W3yaka rnoHe 1 ceaMMLa ciell OTCTpaHABaHE Ha
NnocJieHUA T1acTUp npeau aa 3anouHe jgeyeHue ¢ CYP3 A4 unxuburop. AKo He MOXKe Ja ce u3berHe
eqHoBpeMeHHa ynorpeba Ha Bukranun ¢ CYP3 A4 uuxuOuTOp, € onpaBaaHO BHUMATEITHO
npocjeasBaHe 3a NPU3HALM WK CUMITTOMH Ha 3aCHJICHH MJIH YIB/DKEHH TEparneBTHYHH €(PEKTH H
HEXXeJIaHW peakLMM Ha peHTaHW (B YaCTHOCT pecrnUpaToOpHa JAENpecHs ), KaTo MpH HEOOXOAUMOCT
no3aTta TpAOBa 1a ce NOHHKHU WJIH JICYEHHETO Jla C€ MpeKpaTH (BX.To4ka 4.5).

CH!‘I&ﬁHﬂ CKCIMNO3ULHA 4YPE3 INPCXBLPJIAHC HA [J1aCTHD
HeBonHOTO 3aj1IenBaHe Ha MIaCTHPHTE OT €AHO JIMLUE HAa APYTroO, KOETO HE T’pﬂﬁBﬂ Aa }’HOTPBGHBH

¢eHTaHUA (0COOEHO AeTe), KaTO HanmpUMep NMPH CINOJAEISHE Ha JIETJIO HIIK NMPH OJIM3BK KOHTAaKT MOXeE
1ia IoBeJ€e 0 NMpeao3upaHe C ONMHOUAHHUA aHAJINETHK TPH JIMLIETO, KOETO HE HOCH IU1acTHP.
[TaunenTuTe Tpsab6Ba na 6bAaT HHPOPMHUPAHH, Y€ AKO TUIACTHPBT MOMAAHE CYYaHHO OT €AHO JIKLIEe
BbPXY ApPYro, Toi TpsaOBa aa ce OTCTpaHW He3a0aBHO OT KOXKaTa Ha JIMLETO, KOETO He ynoTpeOsBa
niacTup (BXK. Touka 4.9).

Ynorpeba npu NauHEeHTH B CTap4yecKa Bb3pacT

JlaHHHTE OT NPOYy4YBaHHs ¢ HHTPABEHO3HO MPUJIOKEHHE HA (PEHTaHMII MTOKA3BAaT, Y€ MPH MNALUEHTH B
cTapyecKka Bb3pacT ce HabmoaBa NOHWKEH KIMPBHC, YAB/DKEHO BpEME Ha NOJyEeJITMMHHUPAHE H MO-
BMCOKA YYBCTBUTEIHOCT KbM aKTHBHOTO BELLIECTBO, B CPABHEHHUE C MJIady MaLMEHTH. AKO MaLMEHTH B
cTapyecKka Bb3pacT ce JieKyBaT ¢ Bukranun te TpsaOBa aa Obaar HabmonaBaHH BHUMATETHO 3
TOKCHYHH NPH3HaLM Ha (PEHTaHW U NpH HEOOXOAUMOCT J03aTa Ja Obae peayurpaHa (Bx. Touka 5.2).

CToMalHO-4YpPEeBEH TPaKT
OnuonauTe NOBUILIABAT TOHYCA M HAMAJIABAT MPOITYJICUBHUTE KOHTPAKLIMM HA Ijlajikata MycKyJjiaTypa
Ha CTOMAalLHO-YPEBHUA TPAKT. ToBa BOAU 10 yAB/DKABaHE Ha BPEMETO 3a PEMUHAaBaHe Mpe3

CTOMALIHO-YPEBHUSA TPAKT, KOETO MOXKE a ObJie NPUYMHA 3a KOHCTHIIALIMOHHHUSA €(PEKT Ha

TpsabBa aa ce 00cbhau npodunakTiyHa ynorpeba Ha nakcaTuBu. [Ipu nauMeHTH C
¢eHTaHKU) TPAOBA J1a ce npuiara ¢ U3KJIIOYMTEIHO BHUMaHue. JleueHneTo ¢ Bu
MpEeKpaTH, aKko ce MOABH HUJIM C€ NMOJ03Hpa NapaJIMTHYEH HJIEYC.

[lalMEeHTH ¢ MHaCTEHUS rPaBHC \ & T )
Morar aa ce HabaKoaaBaT HeenWJIEeNTHYHH (MHO)KJIIOHMYHH peakuuH. Korato ce i ALMEHTH G

MHACTCHHUA IrpaBHUC CC U3UCKBA 0co0eHO BHUMaHHeE.
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EnnoBpemeHHa ynorpeda Ha CMECEHH ONMOWAHW arOHUCTH/aHTarOHUCTH
EnxoBpeMenHara ynorpeba ¢ 6ynpeHopduH, HanOy(pHH WK NEHTa30LHH HE Ce NpenopbyBa (BiXK.
Touyka 4.5).

AMP

deHTaHKU TPaHCAEPMAJIEH TIaCTHP Chabpxka Metan. [InacTupbT TpsAaOBa na ce OTCTpaHH NMpeaH
MPOBEX/JIaHE Ha AAPEHO-MarHUTEH PE30HAHC, MOpaaH Bb3MOXKHOCT Jla C€ Harpee CHJIHO W 1a NpHYHHH
U3rapsHe Ha KoxKara.

[leanaTpuyHa nomynaius

Buxkranun He TpabOBa 1a ce npuiara Ha NeAUaTPUYHKU NMALMEHTH, KOUTO HE Ca NMPOBEXKAAIH JIEYEHHE C
OnMUOMIH (BX. Touka 4.2). CblecTByBa BEPOATHOCT 3a MOSABa Ha T€XKa WK )KMBOTO3acTpalliaBallla
XHIMOBEHTWJIALIMA HE3aBUCHMO OT MPUJIOKEHaTa 103a BUKTaHM TpaHCAepMal€eH TU1acTHP.

He ca npoBexaaHu npoy4BaHUs ¢ (PEeHTAHHII TPAaHCAEPMAJIEH IJIACTHP MPH J€Lla Ha Bb3pacT 1o
2 roaHH. BUKTaHW TpaHCAepMaJlieH IJIaCTHP MOXKe J1a Ce MpHJlara camo Ha Jielia ¢ ONMOMIEH
TOJIEpaHC Ha 2 WK NoBeYe roAUHH (BXK. TouKa 4.2).

3a 1a ce npeanassaT aeuara oT CJIy4aiHO M3MOA3BaHe WIH MONTbLUIAHE, € HEOOXOAUMO MOBUILEHO
BHHMaHHE NpH W30MpaHe Ha MACTOTO Ha NMpHJIoKeHWe Ha Bukranun (Bx. Touku 4.2 1 6.6) 1 na ce
Ha0MoAaBa CTPUKTHO 3a IUTbTHOTO NPWJIENBAHE Ha IU1acTHpA.

Xunepaire3us, NpeAu3BHKaHa OT ONHOWIH

Munyumpanara ot onnouau xunepanresus (Opioid induced hyperalgesia, OIH) e napa,uﬁxca.neﬂ
OTrOBOP KBbM OMMOMA, NMPH KOWTO ce HabmoaaBa 3acCWIBaHe Ha yCeLaHeTo 3a 00JIka BBIIPEKH
cTaOWJIHaTa WIK NMOBHILIEHA €KCIO3ULMA Ha onvounaa. Pa3dnMuasa ce OT TOJIEpaHTHOCTTA, MPH KOATO ca
HEOOXOAMMH MO-BUCOKH J103H ONMHOM/IM 3a MOCTUraHE Ha ChIIMA aHAINeTHYEH €(PEKT WM 3a JICUEHHE
Ha peupauBupaina 6onka. OIH Moxe na ce nposBH KaTo MOBHILEH Mpar Ha OoJsiKara, ro-
reHepaiusupHa Oosika (T.e. no-Manko ¢okajiHa) wiu 6onka, npeaussukaHd or OOMKHOBEHH (T.€.
HeOone3HeHH) CTUMYJIM (anoauHMs ) 6e3 1oKa3aTe/ICTBa 3a nporpecus Ha 3abonssanero. [1pu
cpMHeHue 3a OIH, no3ara Ha onvonza TpsAOBa Aa ce MOHUXKHU, aKO € Bb3MOXKHO.

4.5 B3sanmojaeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMOACHCTBHE

dapmakoAHMHAMHYHH B3aUMOJAEHCTBUA

Jlexapcmeenu npodykmu, 8b30eiicmeawiu sbpxy yenmpannama nepena cucmema (IIHC)/ITHC
oenpecanmu, 6KIOYUMEIHO AIKOX01 U HapKomuynu eewecmea, nomuckawu [{HC

EnnoBpemenHaTta ynorpeba Ha Buktanun ¢ npyru aenpecantd Ha LIHC (BnounrenHo
OeH301Ma3eNMHH U YTy CeIaTHBH/XUITHOTHLIM, ONTHOMAH, OOLLM aHECTETULIM, (PEHOTHA3HHH,
TPAHKBWIM3aHTHH, CEJaTHBHH AHTUXHCTAMUHH,AJIKOXO0J1 U HAPKOTHYHH BellecTBa, noTuckaiu LIHC),
MYCKYJIHHM peJlaKCaHTH ¥ rabaneHTHHOMIH (rabaneHTHH U nperadajanH) MoXe Ja NpeAu3BHKa
pecnupaTopHa JAenpecHs, XMNOTOHMA, AbJI0OKA ceaauus, Koma Wik CMbpT. EIHOBpEMEHHOTO
npeanucBade Ha LIHC nenpecantu u Bukranun tpsaOBa na ce 3anasu 3a NauMeHTH, MPH KOMTO HAMA
aJITEpPHATUBHHU Bb3MOXKHOCTH 3a jieyeHue. [lopanu ToBa CbBMECTHOTO MPHIOKEHHE HA BCEKH €JIMH OT
T€3M JIEKapCTBEHH NMPOAYKTH ¢ BUKTaHW1 M3HCKBaA CieLMaIHO NMpOoCieAsBaHe Ha NalMeHTa H
HaOmoneHue. Jlo3MpoBKaTa U MPOAB/DKUTEIHOCTTAa Ha €JHOBPEMEHHaTa ynorpeda Tpadsa na Obaar

OrpaHU4YeHH (BX. TOUYKa 4.4).

Huxubumopu na monoamumookcuoazama (MAQ-unxubumopu)

OMUOMIHUTE HJIH CEPOTOHHHEPTHYHHTE eq;em‘u. MAQO-UHXHOUTOPHUTE MOBHLL
HapPKOTHYHHTE aHAJINeTULIM, OCOOEHO NMPH NMaLMEeHTH CbC ChbpAEYHAa HEAOCTaTh
Bukranun He TpsaOBa na ce u3non3sa 14 QHM ciel NpeKkpaTsaBaHe Ha JICYEHHET

Cepomonunepauynu 1eKkapcmeenu npooyKkmu
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EnHOBpeMEHHOTO NPUIIOKEHHE HA (PEHTAHHUII ChC CEPOTOHHHEPIrHYHHU CPEACTBA, KATO CENIEKTHBHH
MHXHOMTOpPH Ha 0OpaTHOTO 3axBaillaHe Ha cepoToHUHA (SSRI) K HHXHOKUTOPH Ha 0OpaTHOTO
3aXBalllaHe Ha CEPOTOHMHA U HopaapeHaiuHa (SNRI), unu HHXHOUTOPH HA MOHOAMHHOOKCH/1a3aTa
(MAQO-uHXHOUTOPH), MOXKE J1a YBEJIUYH PUCKA OT CEPOTOHHHOB CHHAPOM - MOTEHLIHATTHO
)KHBOTO3acTpallaBallo cberogsHue. M3non3eainre e1HOBPEMEHHO C MOBHILIEHO BHUMAaHHKE.
BuuMarenHo HabmoaaBaiTe nauueHTa, 0COO€HO B HAYaJI0TO Ha JICYEHHUETO W NPH KOPUrHpaHe Ha
no3ara (BxX. TOuka 4.4).

Eonospemenna ynompeba na cmecenu onuouoHu a2oHuCmu/ aumazoHucmu

He ce npenopsuBa eqHOBpeMeHHaTa ynoTpeba Ha ¢peHTaHun ¢ OynpeHopduH, HanbypuH UK
NeHTa3oLHrH. Te UMaT BUCOK aDUHUTET KbM OMHOMIAHUTE PELIENTOPH C OTHOCHTEITHO HUCKA
cneliMpHUHa aKTUBHOCT M MOpPaJH TOBA YACTUYHO AHTArOHU3UPAT aHAITeTHYHHUA €(PEKT HA PEHTaAHHII
¥ MOTarT Ja Npeau3BUKAT aOCTUHEHTHH CUMITTOMH TMPH NALMEHTH C ONTHOHIHA 3aBUCHMOCT (BXK. ChILIO
TOo4kKa 4.4).

dapMaKOKMHETHYHH B3aUMOIEHCTBHS

Huxubumopu na yumoxpom P450 344 (CYP3A4)
deHTaHWUJ € AKTHBHO BELIECTBO C BUCOK KITUPBHC, U ¢ Obp3 M €eKCTEH3MBEH META00IU3bM OCBIIECTBEH
npeauMHO 4pe3 CYP3A4.

EnnoBpeMeHHaTa ynorpeba Ha TpaHcaepmaieH peHTanu ¢ uutoxpoMm P450 3A4 (CYP3A4)
HHXMOMTOPH MOXKe J1a OBeE 10 YBeJIMYaBaHe Ha IJIa3MEHUTE KOHLICHIPaLMH Ha (PEHTaHHWI1, KOETO OH
MOIJIO J1a 3aCHJIM WM J1a YI/DKH KaKTO TepaneBTHYHHUA €(PEKT, TaKa U HEXKEJIaHUTE PeaKLIMH H Ja
npeau3BHKa CepHO3Ha pecriupaTopHa aenpecus. CreneHra Ha B3aumozeicTere cbe cuHuTe CYP3A4
MHXMOMTOPH ce ouakBa Ja ObJie Mo-rojiiMa OTKOJIKOTO ¢bC c1abu uiu ymepenu CYP3A4
HHXHOUTOpH. CHoOLIIaBaHU ca ClTy4yan Ha CEpUO3HA PEeCNHUpPaTOpPHA JAENpecHs clie]i €THOBPEMEHHO
npunoxeHue Ha CYP3 A4 uHXUOUTOpPH ¢ TpaHCaAepMalieH (PEHTaHHJI, BKJIIFOYHUTEITHO H CITy4an ¢
¢daraneH Kpaii ciel e1HOBpeMeHHO npuioxkeHue Ha ymepeH CYP3 A4 uuxuburop. EnHoBpemeHHaTa
ynotpeba Ha CYP3 A4 unxuburopu 1 TpaHcaepmaieH GEeHTaHW He ce NPEenopb4Ba, OCBEH aKo
NMaLKUEHTHT HE € Mo/ BHUMaTeIHO HabmoaeHue (Bx.Touka 4.4). [IpuMepH 3a akTHBHH BELLIECTBA,
KOMTO MOTraT /Jla MOBHILIAT KOHUEHTpaLuaTa Ha PeHTaHW ca: aMHOAapOH, LUMETHIHH,
KJIADUTPOMHILIHH, TWITHA3EM, EPHTPOMHULIMH, (TYKOHA30J1, HTPAKOHA30J1, KETOKOHA30J1, He(a3010H,
PMTOHABHP, BEpanaMmuJl U BOPUKOHa30J1 (TO3U CIIMCHK He € u3yepnareneH). Cnen e JHOBpEMEHHO
npuiarase Ha cnab, ymepeH Wik cHiieH CYP3 A4 HHXHOUTOpP ¢ KpaTKOCPOYHO HHTPaBEHO3HO
MpUJioKeH peHTaHW 1, HaMaJleHHeTO Ha KJIUMPBHCA Ha (peHTaHW)1 OOMKHOBEHO € <25%, N0KaTo C :
putoHaBup (cuneH CYP3 A4 unxuburop), KIMPBHCHT Ha PEHTAHW1 HaMalIgBa cpeaiHo ¢ 67%.
Crenenrta Ha B3auMoaeicTsueTo Ha CYP3 A4 uHXuOUTOpHTE MPH ABJITOCPOUYHO TPAHCAEPMAJIHO
MpHJIOKEeHHe Ha (PEeHTaHW/ HE € U3BECTHA, HO MOXE /1a € M0-3HaYMuMa OT TO3H MPH KPaTKOCPOYHO
MHTPABEHO3HO MPHJIOKEHHE.

Huoykmopu na yumoxpom P450 344 (CYP3A4)

EnnoBpemeHHaTta ynorpeba Ha TpaHcaepMaieH geHTanun ¢ HHAyKTopu Ha CYP3 A4 Moxe na nosene
110 HaMaJIsIBaHE Ha TUIa3MEHUTE KOHLIEHTPALMH Ha ()eHTAaHW1 U HAMAJIEH TEPAaneBTHYEH €(EeKT.
[IpenopbuBa ce MOBULIEHO BHUMaHWE NMPH €IHOBpeMeHHaTa ynorTpeba Ha HHAYyKTOpH Ha CYP3A4 ¢
Buktanuia. Moxe J1a ce HaJI0XKH 03aTa Ha BUKTaHHA Aa ce MOBHUILH WM Ja Ce TMPEMHHE KbM JIpYyro
aHaJIre3Mpalllo aKTUBHO BeulecTBO. Hanara ce noHwkaBaHe Ha fo3ata (PEHTAHWI U BHUMATEJTHO
HabJIr0IeHHe, KaTO MOXKE J1a C€ CTHIHE M JI0 CIIMpaHe Ha eIHOBpeMeHHOTO JieueHue ¢ CYP3A4
uHaykTop. EdpexTHTe Ha MHAYKTOpa HaMaJigBa MOCTENEHHO U TOBA MOXKE J1a IOBE/IE 10 YBEIHYaBaHe
Ha TUIa3MEHHUTE KOHLIEHIpalM¥ Ha (PeHTaHuJ, KOeTO OH MOrJIO Aa NMPUYMHHU 3aCHJIBAHE HITH
yAb/DKaBaHe KaKTO Ha TepaneBTHYHUA €(PEKT, Taka H Ha HEXKEJIAHHUTE PeaKLMy, U 1a NpeAu3BHKa
TeXKa pecrnupaTropHa aenpecus. BHUMaTenHOTO npocneasBaHe TpsaOBa Aa NpoabIjgs? ORATC .\
MOCTHTHE TPaHH TepaneBTUYHHU JieKapcTBeHH e(ekTH. [Ipumepu 3a akTUBHH B¢ eq&ﬁﬁ AT T
J1a HaMaJIAT KOHLEHTpaLMATa Ha (PeHTaHW B IJ1a3mara ca: KapbamasernuH, 4 2% 1R

F

U pHaMnHULMH (TO3U CITUCBK HE € H3UYepraTesieH). =i >
= 1% B
i ( o | 2

[leanaTpyuyHa romyJjauus \ G\ .

[Ipoy4yBaHus 3a B3aUMOJIEMCTBHA Ca NMPOBEXAAHH CaMO NPH Bb3PacTHH. g\ N > /7
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4.6 DeprHAHTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT

HsamMa nocTtarbyHO JaHHH OTHOCHO ynoTtpedara Ha TpaHcaepMalieH eHTaHu I NMpU OpeMEHHH KEHH.
[Ipu npoyuyBaHKs BbPXY )KHBOTHU UMa HAKOM JAHHU 3a PENPOJYKTHBHA TOKCHYHOCT (BXK. TOUYKA J.3).
[ToTeHUHAITHUAT PUCK 3a XOpaTa He € U3BECTEH, BIIPEKH Y€ € U3BECTHO, Y€ (PEHTaHWJI MPUJIOKEH KaTO
MHTPaBE€HO3€H aHECTETHK NMPEeMHHAaBa Mnpe3 IUlaLeHTaTa NpH 4YoBelka OpeMeHHOCT. HeoHaTaneH
aOCTHHEHTEH CHHAPOM € CboOLaBaH NPy HOBOPOJAEHH, YHUTO MalKH ca NpHEMalIi TpaHCAepMaJieH
¢deHTaHKJT MPOABJDKUTENIHO MO Bpeme Ha OpemMeHHocTTa. BUKTaHW He TPAOBa 1a ce U3Mosi3Ba Mo
BpeMe Ha OpeMEHHOCT, OCBEH NPH KaTeropuyHa HEOOXO0AHUMOCT.

Ynorpebara Ha BukTanun no BpeMe Ha paXkaaHe He ce NMpenopbuBa, Thil KaTO TOH HE TpsAOBa na ce
M3I0JI3BAa 3a OBJIaIABaHE Ha OCTpa WM cieaonepaTtiBHa Oonka (Bxk. Touka 4.3). OcBeH TOBa, Thil KaTo
dbeHTaHK MPpEeMHUHAaBa Mpe3 IUaleHTaTa, ynorpebara Ha BUKTaHH 1o BpeMe Ha paxkJiaHe MOXKe 1
MPUYMHH MOTHCKAHE Ha JMUIAHETO NMPH HOBOPOAEHOTO (BXK. TOUKa 4.3).

KbpMeHe

deHTaHWUII Ce EKCKPETHPA ¢ KbpMaTa MpPH XOpa U MOXe [1a NpeAu3BHKa cealiisi U NOTHCKaHE Ha
JMIIIAHETO NpH KbpMayeTo. ETo 3a11o0 kbpMeHeTo TpsaOBa 1a ce npeycTaHOBH 10 BpeMe Ha JICYEHHETO
¢ Bukranun v 3a Haii-manko 72 4aca cliel OTCTpaHsABaHe Ha ruiacTupa (Bx. CbhlIo To4Ka 4.4).

DepTUAHTET

HsaMa KJIMHHYHM JaHHH OTHOCHO BBb3AEHCTBHETO Ha (peHTaHUJI BbpXY epTunurera. Hakou
NMPOYyYBaHHUsA MPH IUIBXOBE OTYMTAT HaMaJieH (PEPTUIINTET U 3aCHJIBaHE Ha eMOpPHOHAJIHATA CMBPTHOCT
NpH TOKCHYHH 3a MaiikaTa 1034 (BXkK. TOYKa 5.3).

4.7 EdexTH BbpXy cnocoOHocTTa 32 modHpaHe H padoTa ¢ MAIIHHH

BukTaHu MOXe J1a YBpeax NMCHXHYHHUTE W/ WK PU3UYECKH CITIOCOOHOCTH, HEOOXOAUMH 3a
M3IBJIHEHHETO HA MOTEHLIMAIHO ONACHH JIeHHOCTH KaTo wodupaHe Ha aBToMoOMI Uiau padora ¢
MalIHuHH.

4.8 Hexenanu edexkTn

Be3onacHoCTTa OT NMpHUIaraHeTo Ha TpaHcAepMaieH (peHTaHW1, U3MOJI3BaH 3a JIeYeHHe Ha XpOHHYHA
MaJIMrHEHa WK HeMaJIirHeHa 0o0Jika, € oueHeHa npy 1 565 Bb3pacTHU U 289 neauaTprUyHH
MalHeHTH, yyacTBaiu B 1 1 K1MHMYHM npoy4uBaHus (1 ABOMHO-CIAMNO, M1aLed0-KOHTPOIHPAHO,

7 OTKPHUTH, KOHTPOJIMPAHH C aKTHBHA KOHTPOJ1a, 3 OTKPHTH, HEKOHTPOJIMpaHH). Te3n nalMeHTH ca
[MPHESIM NOHE e/IHa 103a TPaHCcAepMalieH (PeHTaHW U ca NMPEeAOCTaBUIIH IaHHH 3a Oe3onacHocTTa. Bb3
OCHOBa Ha 000OILIEHHTE JaHHH 3a 6€30MacHOCT OT Te3H KJIMHWYHH NMPOyYBaHUsS HaH-4eCTO
cbOOLIABaHUTE HEXKEJIAHH JIEKapcTBeHH peaklyu (¢ yectorata >10%) ca: ragene (35,7%),
nospsiuane (23,2%), koucrunauus (23,1%), comHonentHoct (15%), ceetoBbprex (13,1%)
rnaBobosiue (11,8%).

Hexenanure neKapcTBEHH peaklMH, CbOOLIaBaHH NMPU MPHJIOKEHHETO Ha TpaHcAepMalieH (PeHTaHHUI B
T€3H KJIMHHUYHH NPOYYBAHKA, BKIIOUYHUTETHO OIMUCAHHUTE 0-TOPE HEXEJIAHH PEeaKLMH, KaKTO H T€3H OT
MOCTMApPKETHHIOBUS OMMT ca W30poeHu no-noiy B Tabsiuua 5.

[Toka3aHWTE KATErOPHH 3a YECTOTa OTrOBAPAT Ha ClleIHaTa KOHBEHLMA: MHOro 4ecTH (=1/10); yecTH
(>1/100 no <1/10); neuectn (=1/1 000 no <1/100); peaku (=1/10 000 no <1/1 000); MmHOrO peakH
(<1/10 000); ¢ Heu3BecTHA YecTOoTa (OT HATMYHUTE JaHHHU HE MOXKe J1a ObjJie HanpaBse ).

KJIACOBE€ B HHU3XOA4lll pe€ MO OTHOLIEHHE HA TAXHAaTa CEPHO3HOCT.
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ICHCTeMO-OpraHHH
KJIaCcOBe

MALHECHTH

Ta6anua 5: Hexenann JIEKAPCTBEHH peaKLHH MPH BL3PACTHH H NPH NeAHATPHYHH

KaTeropus no yecrora
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IMHoro yectn  [Yectn HeuecTH Peakn IC Hen3BeCTHA
MecTOoTA
HapylieHHus Ha BPBbXYYBCTBH- AHaHIaKTHYCH
MMYHHATa CHCTEeMa TEJTHOCT IOK,
AHaQUIaKTHYHH
'peEIKI.lHHs
AHaQUIAKTOUIHH
[peaKkuuH
EHI0KPHHHH AHIpPOreHEH
HapYyLIEeHHSA neuumT
HapyumieHus Ha AHOpEKCHA
MeTaboIH3MA H
XPaHEHETO
TIcCHXHYHH MHCOMHHNA, [TpEeBOXHOCT, [3aBUCHMOCT
HApYLUIEHHSA Jlenpecus, Jle3opueHTanus, UlenHpuym
Pa3apaszHurenHoct, [EydopuuHn
ICbCTOSSHUE HA HaCTPOEHMA,
loOBpKaHOCT,
X amoOLMHALIMH
[HapylwieHHus Ha IComHONEHTHOCT [I'pemop, XHnoecTe3uns,
HepBHaTa cucTeMa  [CBeToBBbpTEXK, |[lapecTe3uu ["bpuoBE (BKII.
[ nasobonue, KJIOHHYHH H
lgrand mal),
AMHE3H
[ToTHcHaTO
HHBO Ha
b3HAHHUE
garyﬁa Ha
ICb3HAHHE .
HapyumieHusi Ha o4YHTe aM’BIJIEHO Muo3a
peHHe
HapyuieHus Ha yxoTo Bepturo
1 1a6upHHTA
IChpaeyHH [Tannuraumm, bpaaukapaus,
HapyueHns Taxukapaus ‘[[lnaHo3a
ICbAOBH HapylLIeHHS XHUNEPTOHUA X MIOTOHUA
PecnHpaTOpPHH, JlucnHes PecnupaTtopHa |AnHes, bpaaumnHes
FPBLAHK H enpecHus, X MIIOBEHTHJI
MeAHACTHHAJIHH eCIUpaTOpeH  [aLus
HApYLIEeHHS cTpec
ICromamHo-ypeBHn [[loBaurane, @Hapnn, Eneyc, ICybuneyc
HapylUIeHHS [loBpbluaHe, yXoTa B ycTara, ucarus
Konctunauuss  |bonka B o0nacrtra
Ha Kopema,
Bonka B ropHara
acT Ha Kopema,
MCTIETICHA




ICuctemo-oprannn  [Ta6anua 5: Hexxeanu JieKapcTBeHH PeaKUHH NPH Bb3PACTHH H NPH NeIHATPHYHH
IKJ1acoBe MAUHEHTH
' KaTeropus no 4ecrora
Mmuoro yectu  [YecTH HeuecTH PeakH IC Hen3BeCTHA
MecTOoTa
HapyuieHns Ha X unepxuaposa, Ex3ema,
IKOXKATA M NOAKOKHATA [Tpyputyc, OOpuB, |AnepruydeH
ThbKaH - Epureéma €pMAaTHT,
- Elapymermﬂ Ha
0’KaTa,
Ulepmarwr,
KOHTaKTeH
[1IepMAaTHT,
HapyumeHus Ha MyckynHu cnasmu  [[loTpenBanus
MYCKYJ/IHO-CKeJIeTHATA Ha MYCKYJIHTE
cHCTeMa H
CbeAHHHTE/IHATA
ThbKaH .
HapyuieHHs Ha PeTeHLnsa Ha ypHHa
Elnﬁpeunﬂ: b
HKOYHHTE NbTHILA
HapyuieHunsa Ha EpekTuiHa
IBL3MPOH3BOAHTE/IHATA HCYHKLIHA,
CHCTeMa H 'bpAaTa Eexcyanﬂa
IMCQYHKLIHA
O011H HApYLLIEHHA H YMopa, €aKLHUH Ha F}lepmam JlekapcTBEH
edeKTH HA MACTOTO HA [lepudepen oToK, AAICTOTO Ha TH Ha TOJIEpaHC
MPHIOKEHHE ACTEHHUS, punarase, MACTOTO Ha
KDH3HYECKO punonoaoOHH [npunara
€pa3noJioKeHHe, OonsaBaHuUA, He, Ex3ema
lflync*rao 3a CTY ] YcelaHe 3a Ha MACTOTO
NpoMsAHa Ha Ha
TeJiecHarTa npuiaraHe
TeMIEeparypa,
XHNep4YyBCTBH
TEJTHOCT Ha
IMACTOTO Ha
npuiaraHe,
AOCTHHEHTEH
ICHHAPOM
[Tupexcus*

* nocoyeHara 4yecTora (HeuecTo) ce 6a3upa Ha aHaJIM3M Ha Cly4yal B paMKHUTE Ha KIIMHUYHH
MPOyYBaHHMsA C Bb3PAaCTHH U NEeAHATPUYHH NMALMEHTH C HEpaKoBa 0oJIKa.

[leauaTpryHa nomnynamus

Be3onacHocTTa Ha TpaHcAepMalHUA PEHTaHW € OLeHEeHa NpH 289 neauaTpuyHU nauuenm

(<18 roauHM), y4acTBajH B 3 KIIMHUYHH NMPOYyYBaHHUA 3a OBJIa/IABaHE HA XPOHHWYHA WJIH NOCTOAHHA
00JIKa ¢ MAJIMITHEH H HEMAJIMTHEH NMPou3Xo. Te3n yYyacTHHLIM ca MOJIyYHJIH NOHE €/1Ha 1034
TpaHcaepMalieH ¢peHTaHH U ca MPeIOCTaBUIIM JaHHH OTHOCHO 0e30MmacHOCTTa (BX. TO4Ka 5.1).

[TpodunsT Ha 6€30MaCHOCT NMPH JeLia U FOHOLIH, JIEKYBaHH C TpaHcAepMaiieH GeHTaHWI1, € CXOZIEH C
TO3H, HabJIoaBaH nNpu Bb3pacTHU. He € HAeHTHPUUMpPaH PUCK 3a nNeaHaTpH4HaTa NomnyJiauus U3BbH
OYaKBaHMA MPH H3MOJI3BAHE HA OTTHOM/IM 3a obsiekuaBaHe Ha 00JKa, CBbp3aHa ChC CEPHO3HH
3a00JIIBaHHUA U HE C€ YCTAHOBSIBA PHUCK, CrieLIMPUUEH 3a neMaTpHYHaTa nomnyJjaLms, py U3rnoJji3BaHe
Ha TpaHcAepMaJieH (peHTaHW1 OT Jelia Ha Bb3pacT Ha/l 2 rOJIMHH MpPH CMa3BaHe Ha yKa3aHUATA 32
MPUJIOIKEHHE. -

Bb3 ocHOBa Ha cﬁopﬂu JaHHM 3a 6€30MacHOCT OT Te3H 3 KIMHHYHH Npoy4Bak
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Tonepanc
[Ip1 MHOrOKpaTHO MPUJIOKEHHE MOXKE J1a CE€ pa3BHE TOJIEPAHC.

JlekapcTBeHa 3aBUCUMOCT
MHuorokparHara ynorpeda Ha BuktaHu1 MoXe 1a 1oBe/ie 10 J1€KapCTBEHA 3aBUCUMOCT IOPH H B

TepaneBTHYHH J03U. PUCKBT OT 1ekapcTBEHa 3aBUCMMOCT MOXKE J1a Bapypa B 3aBUCUMOCT OT
WHIMBHAYATHUTE PUCKOBH (paKTOPH Ha MaLMEHTa, 103aTa H MPOJAB/DKHTEIHOCTTAa Ha ONHOKWIHATA

Tepanus (Bx. Touka 4.4).

CHMNTOMM Ha ONMHOKMAHA aOCTHHEHLIM (KaTo HanmpUMep razieHe, NoBpblIaHe, AHapusa, 0e3NoKOHCTBO
W TpernepeHe) MoraT Jia Bb3HUKHAT MPH HAKOH MALMEHTH Cliel NpeMHUHaBaHe OT NMpeAULIeH ONMHOHICH
aHAJIFETHK KbM BHKTaHWI MM aKko TepanusaTa Obje npeKpaTeHa BHE3anHo (BX. ToYku 4.2 1 4.4).

MHoro psaako ce cbobliaBa 3a HOBOPOJAEHH, CTPAJalllyd OT CUHHAPOM Ha HEOHATa/lHa aOCTHHEHLIMS,
KOraTo MalKHTE ca H3MO0JI3BajIi MPOAB/DKUTENIHO TPAaHCAEPMaJIeH (PEHTaHMII 110 BpEME Ha
OpeMeHHOCTTa (BXK. TOYKa 4.6).

Cpo0wmaBa ce 3a cily4ad Ha CEpPOTOHHHOB CHHJPOM, KOraTo (peHTaHWJI € NMpujiaraH 3a€iHO CbC
CEpOTOHEPrHYHH JIEKapCTBa ChC CHIIHO JEHCTBHE (BXK. TOUKH 4.4 1 4.5).

Cpob1iaBaHe Ha NoA03UpPaHy HEXKEJIAHW PEaKLIMH
Cro6LaBaHeTo Ha MOJA03MPaHH HEXEJIaHW peaKLMM clie]l pa3pellaBaHe 3a yrnorpeda Ha JJeKapCTBEHHA

MPOAYKT € BakHO. ToBa Mo3BOJABA Aa MPOABKH Hab/IOIEHHETO HA COTHOLIEHHETO M10J13a/PHCK 3a
JIeKapCTBEHUS NMPOAYKT. OT MeIMLIMHCKHTE CNIELIHATMCTH C€ H3UCKBA J1a ChOOIIaBaT BCAKA

O03MpaHa HexenaHa peakuus upes MU3nbaHuTeHa areHuMs 1o jekapersara, yi. ,,Jlamsn ['pyes”
Ne 8, 1303 Codpms, Ten.: 02 8903417, yebcaiiT: www.bda.bg.

4.9 Ilpeno3upane

[Ipy3HaL¥ U CHMIITOMH

[IposBuTe Ha Npeao3upaHe ¢ GeHTaHWI ca yAb/DKaBaHe Ha (PapMaKoJIOrHYHO My J€HCTBHE; HaH-
cepHO3HHAT eeKT e pecnupaTopHa aenpecus. [1pu npenosupane Ha peHTaHH € HabsroJaBaHa 1
TOKCHYHA JieBKOeHLedanonaTus.

JleueHune

3a OBJIa[iABAHE HA pecnMpaTopHaTa aenpecus Tpsabea Aa 6baaT npeaAnpUeTH He3abaBHU MEPKH,
BKJIIOYBALIH OTCTPaHsABaHe Ha niacTupa Bukranwin ¥ GU3HYECKO HITH CJIOBECHO CTUMYJIMpAHE Ha
naumenTa. Te3u aeiicTBus Morart Aa ObaaT Nnocjie/IBaH! OT MPUJIaraHeTo Ha cneurdHYeH ONMUOUIEH
AHTarOHMCT, KaTO HAJIOKCOH. PecnupaTopHara nenpecus BCAEACTBHE Ha NpeAO3UpaHe MOXKE 1a
MPOAB/KH MO-ABJTO OT AeHCTBUETO HA ONMHOUIHHUA AaHTArOHUCT. UHTEpBATBT MEXKIY A03UTE HaA
HWHTPABEHO3HHMA aHTaroHUCT TpAOBa Aa Obe BHUMATENHO H30paH, Nopaau Bb3MOMHOCT OT MOBTOPHA
HapKOTH3allks Ccjie]l OTCTpaHsABaHe Ha ruiacTupa. Mojke J1a ce HaJloXKH NMOBTOPHO NMpHJlaraHe Wi
NPOABLKHTEIHA HH(Y3Hs Ha HaNOKCOH. [IpoTHBOAEHCTBHETO HA HAPKOTHYHHSA €(PEeKT MOXKe Ia
NOBeJIE 10 OCTpa nosBa Ha 6oJsika U OcBOOOXK/AaBaHE HA KaTEXOJIaMHHH.

AKko ce HaOnI01aBa BIIOLIABaHE Ha KJIMHUYHATA KApTHHA AUXAaTEJIHUTE ITbTHILA C€ MOAAbPXKAT WK

opodapHHreaTHO MW Ype3 eHA0TpaxeaiHa TpbOa, mpujaaraT ce KACI0pOJ U AMLIAHETO €
KOHTPOJIMPAHO WJIH aCHCTHPAHO B 3aBUCHUMOCT OT cHTyauuaTa. [loqabpikar ce anekBaTHa TejecHa
TeMMeparypa M ajJieKBaTeH NMpUeM Ha TEYHOCTH.

[TpH TexxKka MK NPOABIDKUTENIHA XMITOTOHHS, TPAOBaA J1a c€ OOMHCI/IH €BEHTYaJIHOTO HaJIM4YHe Ha
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5. ®APMAKOJIOTMYHH CBOMCTBA

5.1 dPapMakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: OMHOMIHM aHAJITETHLH; (PeHWINMUNEPUAUHOBH NMpon3BoAHU,ATC Kox:
N02ABO03

MexaHu3bM Ha JIefCTBUE

MdeHTaHWT € ONTHOUEH aHAJINETHK, KOMTO Ce CBbP3Ba NMPEeAUMHO ¢ p-peuentopure. OCHOBHHTE My
TepaneBTHYHH JEHCTBHUA ca 00e300/19BaHe U cenaLms.

[leanaTpuyHa nomyaauus |

Be3zonacHocTTa Ha TpaHCAEPMAJTHUA TUIACTHP C (PEHTaHMJI € OLIEHEHA B 3 OTKPHTH U3IMHUTBAHMSA TPH
289 neauMaTpUyYHM NalMeHTH, CTpadallld OT XpOHUYHA 00JKa Ha Bb3pacT oT 2 10 17 roamHy,
BuTIOYHTEIHO. OceMaeceT OT Jenara ca Ha Bb3pacT oT 2 A0 6 roiMHH BKIIOYUTENHO. OT BCHYKH

289 nauMeHTH, y4acTBaH B Te34 3 npoy4BaHus, |10 ca 3ano4yHanu 1e4yeHHe ¢ TpaHCAEpMaJIEH
denranun ¢ no3a ot 12 mukporpama/yac. Ot te3u 110 yyactHuum, 23 (20,9%) npeau Tosa ca
NpUeMaJId JHEBHA /1032 eKBMBaJIeHTHA Ha <30 mg MopduH 3a nepopanHo npuioxeHue, 66 (60,0%) ca
npHeMaJii JHeBHaA 103a, eKBHBaJIeHTHa Ha 30 10 44 mg Mop(dHH 3a nepopaHO NpPUJIOKEHHE, a 12
(10,9%) ca npueMasii JHEBHA 4033, €EKBUBAJICHTHA Ha NMOHE 45 mg nepopajieH MOpQHH (HAMa JaHHH
3a 9 [8,2%] cybekTa). Hauanuu no3m ot 25 MUKporpaMa/4yac v rno-BHCOKH €a M3I0JI3BaHH OT
ocraHasiure 179 nauueHTH, kato 174 (97,2%) oT KOUTO ca NpHEMAJIH U IHEBHH 103H ONMHOM/,
eKBHBAJIEHTHH Ha noHe 45 mg MopdHH 3a nepopanHo npunoxeHue. Cpen ocraHaiure 5 cydekra ¢
HayaJIHa /1034 OT MOHe 25 MUKporpamMa/dac, Y4MTO NPEeAUIITHHA THEBHHU A03U ONMUOM] ca Ounu
€KBUBAJIEHTHH Ha <45 mg Mop¢HH 3a nepopajiHo npunoxenue, 1 (0,6%) npeau Tosa e npueman
JIHEBHA J103a, €KBUBaJIeHTHA Ha <30 mg MOp(HH 3a NepopaIHO NPHIOKEHHE, a 4 (2,2%) ca npueMain
no3a, eksuBasieHTHa Ha 30 10 44 mg mopdHH 3a nepopaiHO NMPUJIOKEHHUE Ha JIeH (BXK. TOYKa 4.8).

5.2 @apMaKoOKHHETHYHH CBOHCTBA

AbcopOius
TpancaepManHUAT peHTaHW OCUIypsABa HEMPEKbCHATO CUCTEMHO JOCTaBIHE Ha ()EHTaHUI N0 BpeMe

Ha 72-yacoBHA MepuoJ Ha npunarane. Cnen npunaraHe Ha eHTaHW TPaHCAEPMATHO, KOXKaTa rnoj
cucreMara abcopbupa peHTaHH U B TOPHUTE CJIOEBE HA KOXKaTa C€ KOHLICHTpHUpa Aeno Ha (eHTaHHII,
cyiell KoeTo (peHTaHWN CTaBa JOCTBIEH 3a CHCTEMHOTO KpbBooOpauieHue. [lonumepHara maTpuLa v
nudy3uaTa Ha PeHTaHW B CJIOEBETE Ha KOXKaTa rapaHTHpaT, Y€ CKOpPOCTTa Ha 0CBOOOX/1aBaHe OCTaBa
OTHOCHTEJIHO NOCTOSHHA. ChIEeCTBYBALMAT KOHLIEHTPALIMOHEH IPalUEHT MEXy CUCTEMATa M 10~
HHMCKaTa KOHLIEHTpalLlMs B KOXKaTa 3ajeicTBa ocBoO0kKAaBaHeTO Ha JiekapcTBoTo. CpenHara
OMOHANTUYHOCT Ha (peHTAHWJI cJie]l NPUIOXKEHHE Ha TpaHcaepMasieH macTup e 92%.

Cnen mbpBOTO NPHIOKEHHE HA PEHTAHUIT TPAHCAEPMAJIEH TIACTHP, TJIA3MEHHTE KOHLICHTPALIMK Ha
(heHTaHHJ1 HApPACTBAT MNOCTENEHHO, KaTO JOCTUIraT paBHOBECHA KOHLIEHTpauus Mexay 12 u 24 vac, u
OCTaBaT OTHOCHUTEJTHO NMOCTOAHHH 3a OCTaTbKa OT 72-4aCOBHA NMEpHOA Ha npuioxkeHHue. [1pyu BCHUYKH
CJIy4au cjie] BTOPOTO MPUJIOKEHHKE 3a 72-4acoB MEPHOJ, C€ I0OCTUra paBHOBECHA IJIa3MEHa
KOHLIEHTPALMA, KOATO Ce NMoAAbpKa Mpe3 BpeME Ha IMOoCjIeABallUTe NMPHIOKEHHS Ha TJIaCTHP ChC
chums pasMep. [lopanu kymynupane, ctToMHOCTHTE HAa AUC M Chax B paMKHTE Ha 1030BHS HHTEpBa
MpH paBHOBECHA KOHLIEHTpaLus ca 0kos10 40% 1no-BUCOKH, OTKOJIKOTO CJie/l €AMHHYHO NPHJIOKEHHE.
[TalmeHTHTE AOCTHraT U MOAABPXKAT CTALlMOHAPHA CEpPYMHA KOHLIEHTpALHU, KOATO Ce onpenes oT
HHIMBHAYAJTHUTE Pa3JIMKH B MPOMYCKIUBOCTTAa Ha KOXATa U OT TEJIECHUS KJIHPBHC Ha (PEHTaHHIL.
HaGmonaBa ce cuiHa BapuaOMJIHOCT Ha IUla3MEHaTa KOHLEHTpaLMsa MeXY pa3IHYHUTE HHIUBH]M.

dapMaKOKHHETHYEH MOJIEN TOCOYBA, Y€ € Bb3MOXKHO CepyMHATa KOHLEHTpaLMs Ha (peHTa
yBesnuM ¢ 14% (unTepBan 0-26%), ako Obae nocraBeH HOB MIacTHp cien 24 yaca,
npenopbYUTETHUTE 72 Yaca.

VBeIHYEeHHETO Ha TeMIepaTypara Ha Ko)kaTa MOXe /1a 3aCHJIM abcopOuusaTa Ha
npuioxkeHus ¢peHtaHua (Bx. Touka 4.4). [lopuiueHnero Ha TeMneparypara Ha

& \ s b :'1-_' T o o ]
NpUJIaraHEToO Ha CJICKTPHYCCKA Bb3I/laBHHY KA Ha HUCKa HAaCTPOHKa HaJl CHCTCM A, S s f 1' /

\\ » "\, va}
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TpaHcaepManHua ¢peHTaHua npe3 nbpeuTe 10 yaca Ha eAMHWYHO NMpHJIaraHe, yBejliMvaBa cpeHaTa
croiiHocT Ha AUC Ha peHTaHun 2,2 nbTH, KAKTO U CpeiHaTa KOHLICHTpAaLlMs B Kpas Ha HarpsiBaHETO C
61%.

Pa3snpeaeneHue
deHTaHuN ce pa3npeaes Obp30 10 pa3IMuHU TbKaHH M OpPraHH, KakTo € YKa3aHo OT rojieMHus oboeM Ha

pasnpeneneHue (3 go 10 kg cnea uHTpaBeHO3HO nMpuaraHe Ha nauMeHTH). OeHTaHun KyMyJiHpa B
CKEJIETHUTE MYCKYJIH U Ma3HUHHUTE U ce 0CBOOOKIaBa 0aBHO B KPBBTA.

B npoyuBaHe, NpoBeAEHO Cpel NalMeHTH C paKoBU 3a00/11BaHusA, JIEKYBaHH C TPaAHCIEpMAaJICH
(deHTaHKUI1, CBBP3BAHETO C IUIa3MEHUTE MPOTEHHH € cpeaHO 95% (auana3on 77-100%). GeHTaHKN
NpeMHHABA JIECHO Mpe3 KPbBHO-MO3bYHaTa Oapuepa. Tok CblO NpeMHHaBa Npe3 IUlaleHTaTa 1 ce

CKCKpPETHpPA B KbpMATa.

buotpancdopMmanus

deHTaHWI € aKTHBHO BELLIECTBO ¢ BUCOK KJIMPBHC U OBP30 M €KCTEH3UBHO ce MeTabosu3upa
npeaumHo oT CYP3 A4 B uepHus aApo6. [ naBHUAT MeTaboMHT, HOPDETAHHUII, H APYTHTE METAOOJIHTH
ca HeakTuBHH. Koxara u3rnexaa He Metabonusupa eHTaHUII, JOCTaBEH TpaHcaepMainHo. Toa Oewe
YCTAHOBEHO MPH aHAJIM3 Ha YOBELIKH KEPATUHOLMTHHU KJIETKH H B KJIMHHYHH NPOY4YBaHHA, B KOMTO
02% oT ao3ara, AOCTaBEHa OT CUCTeMaTa, 05Xa OTYETEHH KaTO HENMPOMEHEH (peHTaHWI1, KOMTO ce
NosABSABA B LIEHTPATHOTO KPbBOOOpaLLEHHE.

EnuMHUHHpaHe

Cnen npHIoKeHHWe Ha TUIacTHpa B NpoAb/DKeHHe Ha 72-yaca, CPeJHUAT MOJTY>KUBOT Ha ()EHTaHWIa € B
nuanasoH ot 20 1o 27 yaca. B pe3yaTaT Ha npoabkuTeHa abcopOuus Ha GEeHTaHWIT OT KOXKHOTO
NeNo cie]l OTCTPaHABaHEe Ha IUIaCTHUPA, MOJYXHUBOTHT Ha eHTaHWa Clie]l TPAHCAEPMAJIHO NpUaraHe
€ OKOJIO 2 10 3 IMbTH MO-ABJIBI, OTKOJIKOTO CJie UHTPABEHO3HOTO MPHUJIOKEHHE.

Cnel MHTPaBEHO3HO NPWIOKEHHE CPeIHUTE CTOHHOCTH Ha OOLIMSA KIHPBHC Ha (PEHTaHW/Ia BbB
BCHUYKHM NMPOYYBaHHsA Ca KaTo LAJO0 B JUana3oHa mMexay 34 u 66 1/u.

B pamkuTe Ha 72 4aca cjiel MHTPaBeHO3HO NMpHiIoXKeHHe Ha ¢eHTaHu npubausuTenHo 75% ot no3ara
ce eKCKpeTHpa B ypuHata U npubnusurentHo 9% ot nosara BbB ¢eueca. EkCkpeuusaTa € npeAMMHO Noa
¢opmara Ha MeTabonuTH, KaTo no-Manko ot 10% or mo3ara, ce eKCKpeTHpaT KaTo HEMPOMEHEHO
AKTHBHO BELIIECTBO.

JIMHeHHOCT/HEJIMHEHHOCT
[TocTHrHaTHTEe KOHLEHTPALMH Ha PEHTAHUJI B CEpyMa ca NpOonopLHOHAIHH Ha pa3Mepa Ha
TpaHCAEpMaJIHUA IJIacTUP Ha peHTaHu1. PapMaKOKMHETHKATa HA TPaHCAEPMaTHHA (heHTaHUN He ce

MpOMEHA C MHOI'OKpPAaTHO INpHJialraHe.

Bpb3ku hapMakoOKMHETHKa-hapMaKoAMHAMUKA
ChbllecTByBa BHCOKAa HHTEPHHAMBHAYaJIHA BapHaOWIHOCT BbB (papMaKOKHMHETHKATa Ha (pEHTaHWI1 BbB

BpBb3KaTa MEXIY KOHLIEHTpaLMHuTe Ha (PEHTaHW, TeparneBTHYHUTE €(PEKTH U HEXKEIAHUTE PeakLMU U
NOHOCHMOCTTa KbM ONMHOKWAH. MHHMMaNHaTa e(eKTHBHA KOHLICHTpaLsa Ha (PEHTaHW/I 3aBUCH OT
MHTEH3MUTETa Ha OoJIKaTa M OT npeAMiIHaTa ynotpeda Ha onHoMaHa Tepanus. Kakro MUHMMaHaTa
e()eKTHBHA KOHIIEHTpAlMs, Taka U TOKCHYHATa KOHLIEHTpaLlus, ce YBeJIH4aBat ¢ Tonepanca. [lopaau
TOBA HE MO>KE J1a C€ YCTAHOBH JMarna3oH Ha ONTHMaJIHA TepaneBTHYHA KOHLEHTpaLMs Ha PeHTaHHII.
ANanTUpaHEeTO Ha WHAMBMIYyaIHaTa 103a (eHTaHW TpAOBa Ja ce OCHOBAaBa Ha MOBJIHABAHETO HA
nalMeHTa U HUBOTO Ha noHocuMocT. TpabBa na ce B3eme noa BHUMaHue lag time ot 12 1o 24 yaca
cyie/l MPUI0KEHUE Ha ITbPBHUAT IUIACTHP M Cliell MOBHILIABaHEe Ha J103aTa. -
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CneumanHy nomnyiaainuu

Cmapuecka év3pacm

JIaHHM OT NPOY4YBaHHUA C UHTPABEHO3HO NMPUJIOKEHHE HAa PEHTaHWUII COYaT, Y€ NPHU NALUEHTUTE B
CTapuyecKa Bb3pacT MOXeE J1a UMa HaMaJIeH KJIIMPBHC, YABJDKEH MOTY>KUBOT M T€ MOXKE J1a ca 1o-
YyBCTBHMTEJIHH KbM JIEKAPCTBOTO, OTKOJIKOTO MO-MJIAJIMTE NMALMEeHTH. B npoy4BaHe, NpoBeAEHO ¢
TpaHcAepMaJieH (peHTaHW/I NMPH 34PaBH YYAaCTHHULIM B CTapyecKa Bb3pacT (apMaKOKMHETHKATa Ha
(eHTAHWI1, HE CE pa3/iMyaBa 3HAYUTEITHO OT (PapMaKOKMHETHKATA MpPH 3ApaByU Miiaau 100pOBOJILIH,
BBLIIPEKH Y€ MAKCHMMAJTHUTE IJ1a3MEHU KOHLIEHTPALIMKU Ca NMOKa3aJIi TeHACHUMA KbM MO-HHUCKH
CTOMHOCTH U CPEHUTE CTOHHOCTH Ha MOJIY>KHUBOT Ca YAB/DKEHH A0 NpHOAU3uTenHo 34 yaca.
[TlauneHTHTE B CTapyecKa Bb3pacT TpAOBa aa ObaaT Haba0aaBaHH BHUMATEJTHO 3a MPU3HALM Ha
TOKCHYHOCT Ha (D€HTAHHJI U aKO € HeoOXOAUMO A03aTa TpAOBa Ja ce MOHWKHM (BXK.TO4YKa 4.4).

bvbpeuno yspeocoane

OuakBa ce BJIMAHHETO Ha ObOpeYHOTO yBpexaaHe BbpXY (papMakOKMHETHKaTa Ha peHTaHWN Aa e
OrpaHHY€HO, ThH KaTO €KCKpeLMa Ha HEMPOMEHEH (peHTaHu Yype3 ypuHaTa € no-Maiko ot 10% u He
ca U3BECTHH AaKTHUBHHU MeTabOJIMTH, KOUTO J1a Ce eIMMUHMpAT 4pe3 ObOpeunTe. Buripeku ToBa, Thil
KaTo BJUAHHETO Ha OBOPEYHOTO yBpexaaHe BbPXY papMaKOKHHETHKAaTa Ha (EHTaHWJ1 HE € OLICHEHO;
Ce Npenopb4Ba MOBUIIECHO BHUMaHUE (BX. TOYKH 4.2 U 4.4).

Uepnoopobno yepexcoane

[TlauueHTH ¢ yepHOAPOOHO yBpexKaaHe TpaOBa na 6baatr HabOgaBaHH BHUMATETHO 3a MPU3HALM Ha
TOKCHYHOCT Ha eHTaHUJI U aKOo € HeoOX0AMMO N103aTa Ha TpaHcaepmanHus GpeHTaHun TpadbBa aa ce
NMOHWXH (BXK. TouKa 4.4). JlaHHUTE Ha J1MLia C LUPO3a U CUMYJIMPAHU JaHHHM Ha JIMLA C pa3IMuYHU
CTENEHH Ha yBpexJaHe Ha (PYHKLMATA Ha YEpHUA Apo0, JIEKYBaHM C TpaHcAepMalieH (peHTaHwW,
CoYarT, Y€ B CpaBHEHHE ¢ JIMLIAa ¢ HOpMaJIHA (PYHKLHA Ha YepHHA Ap0o0 KOHUEHTpaUMHUTe Ha (peHTaHU
MOTaT Jla Cé YBEJIMYaT ¥ KIMPBHCHT Ha (peHTaHW1 MOoXKe J1a ce HaMaiu. CHMyJlaLlMMTe MOKa3Bar, e
AUC B cTalMOHApHO CHCTOSSHUE HA MALMEHTH ¢ YepHOAPOOHO 3aboJisiBaHe ChC cTeneH B no
knacudukaumsaTa Ha Child-Pugh (Child-Pugh ckop = 8) mie 6bae npubauzurento 1,36 nbTH no-
rojiiMa B CpaBHEHHE C Ta3H Ha MalLMEHTH ¢ HopManHa yepHoapoObHa pyHkuus (Crenen A; Child-Pugh
ckop = 5.,5). lllo ce orHacs no nauueHTH cbe creneH C yepHoapobHo 3abonasane (Child-Pugh ckop =
12,5), pe3ynraTure NOKa3BaT, Y€ KOHLIEHTPALMHUTE Ha (PEHTAHWJI KyMYJIMPAT € BCAKO MPHJIOKEHHE,
KO€TO BOAM A0 NpubausutenHo 3,72 mbTH no-ronsiMa AUC B CTalMOHATHO CBCTOSAHUE MPH TE3H
MalUEeHTH.

Ileouampuuna nonynrayus

KoHueHTpanuuTe Ha PeHTaHuA ca W3MepeHH npu noeeye ot 250 aeua Ha Bb3pacT Mexay 2 H

17 ronMHHM, HA KOMTO Ca NPUJIOKEHH MJIACTHPH ¢ (PEHTAaHWI B 1030B JAuarna3oHa Mexay 12,5 u

300 pg/4. ApanTupaH cnpsaMo TesliecHOTO Teryio KiupbHesT (1/h/kg) usrnexna e ¢ okono 80% no-
BHUCOK IpH JeLa MeXAy 2 U S roquHU U 25% no-BUCOK 1npH aeua Mexay 6 1 10 roaMHH B cpaBHEHHE ¢
neua Mexay 11 u 16 roaguHM, 3a KOUTO C€ OYaKBa Jla UMAT KJIMPBHC, N0100€H Ha KJIUPBHCA NPH
BB3PaCTHUTE MALMEHTH. Te3M pe3yJITaTH ca B3€TH NMoJ BHUMAHHWE NPH ONpeaesisHe Ha MPENnopbKUTE 3a
JNO3UPOBKa NpPH NMeAUATPUYHU NMaLMEeHTH (BXK. TOYKH 4.2 U 4.4).

5.3 IlpeaAk/IHHHYHH AaHHH 3a 0e30macHOCT

HexnuHMYHHMTE NaHHH HE MOKa3BaT CNELMAJIHM PUCKOBE 3a Xopara Ha 0a3aTa Ha KOHBEHLIHOHAJTHUTE
MPOy4YBaHUA 32 TOKCHYHOCT NPH MHOTOKPATHO NMpHUJiaraHe.

[IpoBeieHH ca CTaHAAPTHH NMPOYYBAHMA 3a PENPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 3@ Pa3BUTHETO
KaToO € M3M0JI3BaH NapeHTePaHO MPUJIoXKeH (peHTaHn1. B enHo npoy4BaHe BbpXy IUIbXOBE (peHTaHWI

(epTHIMTET H YBEJIMYEHA CMBPTHOCT HA EMOPHOHH.

Edekrure BbpXy eMOpHOHA e Ab/DKAT Ha MalYyMHATA TOKCHYHOCT, a HE TNop
BELIIECTBOTO BbPXY pa3BUBalllUg ce eMOpUOH. HaMa MHAMKALIMK 3a TepaTore g~ 8

Npoy4YBaHHUs MpH JBa BHJA (MJIbXOBE U 3aiiliM). B npoyuBaHe BbpXY npej- U A HDTG paBBHT.Hef
NPOLIEHTHT Ha OlieJIIBaHe Ha MOTOMCTBOTO € 3HAYMTEIHO HAaMaJIEH TPH JI03H, I{G‘lfl‘ﬂj e.uaﬁ'o HamanEBa'I'
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TErJ0To Ha Maiikata. To3u edeKT MOXKe [a ce ABJDKU Ha MPOMEHEHUTE MAYMHH MPHXKH WIIK Ha
naupekTeH edekt Ha peHTaHun BbPXY HoBopoaeHHuTe. He ca HabmonaBanu eekTH BHpPXY
COMATHYHOTO Pa3BHTHE U MOBEJAEHHUETO Ha MOTOMCTBOTO.

TecToBeTe 3a MyTareHHOCTTa BbpXY OaKTepUHUTE H BbPXY 'PH3a4H MOKa3Ba HEraTHBHH PE3yJITATH.
deHTaHKU NpeAU3BUKA MyTareHHU e(PEeKTH B KJIETKH Ha O03aMHHLIM in vitro, CPaBHUMH C T€3H Ha
APYI'H ONMHOMIHHU aHAIreTHLM. PUCK 3a MyTareHHOCT npH ynorpeda B TepaneBTHYHH J03M U3IJIeXK/a €
MaJIKO BEPOATEH, Thil KaTo eeKTUTE ce HabaoaBaT caMo MPH BUCOKH KOHLICHTPALIMH.

[TpoyuBaHe 3a KaHLIEPOr€HHOCT (€XKEAHEBHO MOJAKO)XHO HHXKEKTHPaHe Ha (PEHTaHWJ1 XHAPOXJIOPH/ B

NpoAb/DKEHHE Ha JBE FOAMHM NMPH IUIbXOBE OT nopoaa Sprague Dawley) He naBa HaXOAKH, yKa3BallH
OHKOI€HEH NMOTEeHLHAJ.

6. OPAPMAILEBTHYHHU JAHHHU
6.1 Chnnuchbk HAa NOMOIIHHTE BellecTBa

3anensawy crou
[Tonuakpunar aaxe3MBeH CJIOH

Iloxpueaw crou
[TonunponuneHoBO GoOIHO
CHHBO NPUHTEPHO MACTHJIO

Oceoboxcoasawya no6bpxXHoOCm
[TonueTnneH-repedranar (CHIMKOHU3UPAH).

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocrt

3 roaAuHH

6.4 ChnenHajJIHH YCJIOBHS HA CbXPaHeHHE
Ila ce cvxpanasa noxn 30°C.

65 Buam chﬁbpmaﬂne HA ONAKOBKATA

Bceku TpaHcaepMalieH IUIacTHpP € MakeTHpaH B OoTAenHo caue. O6BMBHOTO (POJIHO € CHCTABEHO OT
CJIEZIHUTE CJI0eBE, H30pOEeHH OTBBLH HaBbTpe: 00BMBHA KpadT XapTHs, NOJIHETHIEHOBO (POJIHO C HHCKA
[UIBTHOCT, aTlyMHHHEBO donuo, CypauH

OnakoBKa chabpikallla 3 TpaHCAEepMaJIHH IJlacTHpa
OnakoBkKa chabprkalla 4 TpaHCAEpMaJIHH TU1acTHpa
OnakoBKa ChaAbpiKallla 5 TpaHCAEPMaJIHH IJIacTHpa
OnakoBKa cChabpikallla 8 TpaHcaepMaJiHH IJlacTHpa
OnakoBka cbabpkaiia 10 TpaHcaepMaliHH TU1acTHpa
OnakoBKa chabpikalla 16 TpaHcaepMasiHH IJlacTHpa
OnakoBka cbabpKaiia 20 TpaHCAepMaliHH TUIacTHpa

He BcHuKH BHIOBE ONAKOBKH MOraT Ja Obat nmycHaTy Ha nasapa.
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6.6 CnenHaJHH NpeaANa3HH MEPKH NPH H3XBLPJIAHE

BucokH konnuecTBa )eHTAHWN OCTAaBaT B TPAHCAECPMAITHHTE IUIACTHPH IOPH U ClI€/ TAXHATA
ynorpeba. YnorpebeHure niacTupH TpAOBa J1a Ce CrbBaT Taka, Yeé KpaMllaTra OTKbM 3aji€nBalllaTa M
MOBBPXHOCT /1a NMPHJIENHAT €IMH KbM APYT M BIOCJIEACTBHE /1a C€ U3XBBPJIAT MO Oe30naceH HauuH,
naneue ot gocera Ha aeua. HewsnonseanuTe niaactupy TpAOBa Aa ce BbpHAT B anTekaTa (0osHHYHaTa
anrTeka).

7. TPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hunepnanaus

8. HOMEPA HA PA3SPELHIEHUSATA 3A YITIOTPEBA

Bukranun 25 MUKporpama/yac TpaHcaepmaieH ruiactup - per. Ne 20080127
Buxrauun 50 Mukporpama/4yac TpaHcaepMaiieH niaactup - per. Ne 20080128

Bukranun 75 MEKporpaMa/yac TpaHcaepMasieH riactup - per. Ne 20080129
Buxranun 100 Muxkporpama/dac TpaHcaepMmaiieH riactup - per. Ne 20080130

9. JIATA HA N'BPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewasane: 18.07.2008 r.
Jlata Ha nocaeaHo noaHoBasane: 27.09.2011 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

20.03.2024
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