
3EMPEH  M3BELIITAJ 3A OCOBMHMTE HA JIEl{OT

1.           MME HA nEr(oT

Pe6M® 44 MMr(porpaMM  pacTBop 3a  MHjeK"paibe Bo HanoiiHeT MHjeKLiMCKM  LJJnpMLL

2.            I{BAJIMTATMBEH  M  KBAHTMTATMBEH COCTAB

CeKoj  npeTxofiHo  HanoiiHeT LiJnpMLi (0,5 ml) co/]p>KM 44 MMKporpaMM  (12  MIE*)  MHTepcpepoH
6eTa-1a".

*   MrmMOH  MHTepHaL+MOHaji"  eAMHMLiM,  MepeHo onopefl LirmonaTCKM ed)eKT (HnE)  co

6MOTecT Bp3 ocHOBa Ha Biie3HMOT cTaHAapri MHTepcpepoH 6eTa-1 a,  Koj e Kai"6pMpaH
onopeA nocToeiiKMOT MefyHapoqeH  NIH cTaHflapA (GB-23-902-531 ).
** npoM3Be/]eH  co peKOM6MHaHTHa flHK TexHojio"ja  Bo oBapMjaii"  KiieTKM  Ha  KMHecKM

xpiiaK (CHO-K1 ).

EitcL"nMeHCM co rio3HaT ed)eKT:  2,5 mg 6eH3rm aJiKoxon
3a  Lieiia iiMCTa  Ha eKCHMnMeHCM,  BMf|eTe 6.1.

3.           ®APMALJEBTcl{A ®OPMA

PacTBop 3a  MHjeK"paLbe  Bo HanoJiHeT MHjeKUMci{M  iJJnpM
BMCTap Ao onaJiecLieHTeH pacTBop,  co pH 3.5 j]o 4.5

4.             KJIMHMIIKM  KAPAKTEPMCTMl(M

4.1           TepaneBTci{M  MH/]Ml{aL+MM

§~+?§0 Ao 450 mosm/L.

Pe6McP  e  MH4ML+MpaH  3a TpeTMaH  Ha
•      rlauMeH" co eAMHeileH 4eMMeT""3MpauKM HacTaH co aRTMBeH MHq)naMaTOpeH

npoLiec, floKOJiKy e  MCKJiyHeHa aJiTepHaTMBHa AMjarH03a  M AOKOJIKy e yTBPAeHO AeKa
ce co  BMCoK PM3Mi( 3a  pa3Boj  Ha  KJIMHMiiKM Aeq)rmM"BHa  MyJiTMnJia cKJiepo3a

(BMAeTe  5.1 )
rlaLiMeH"  cO  pejiancHa MyiiTMniia cKiiep03a.  80  KjiMHMiiKMTe  MCTpa>KyBaiba  OBa e
KapaKTepM3MpaHo co ABe M" noBeke aKyT" eKcep6aLiMM  Bo nociieflHMTe ABe
roAM" (BMAeTe 5.1).

Eq)MKacHoCTa He e AeMOHCTPMpaHa  Kaj  naLiMeH" co ceKyHAapHa nporpecMBHa MyJl"nJla
cKiiepo3a 6e3 npMcyTHa  peJiancHa  aKTMBHocT (BMAeTe  5.1 ).

4.2         J]o3Mpaibe i4  HatJMH  Ha annMI{aL|Mja

TpeTMaHOT Tpe6a Aa 3anoilHe nod KOHTpoJia Ha iieKap Koi. e MCKyceH  Bo TpeTMaHOT Ha
6oJlecTa.  '>
Pe6McP e pe"cTPMpaH  Bo ABe jaiM":  22  MMKporpaMM  M 44  MMKporpaMM.  3a  Hal+MeH"  KOM
3anoiiHyBaaT TpeTMaH co Pe6Mq),  Pe6Mq) 22 MMKporpaMM e AocTaneH Bo naKyBaibe Koe
oAroBapa Ha noTpe6MTe Ha naHMeHTOT 3a  npBMOT MeceH Ha Tepa"ja.
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4o3MDarbe

Ha noileTOK Ha TepanwiaTa co Pe6McP, Ao3aTa Tpe6a nocTeneHo fla ce 3rorleMyBa 3a Aa ce
oBo3Mo>KM 4a ce  pa3BMe TaxMd)rmaKca  co  LiJTo ce HaMaliyBaaT HecaLtaHMTe  peaKL+MM.  Ce
npenopailyBa  naHMeHTMTe Aa 3anoiiHaT co 8,8 MMKporpaMCKa flo3a cy6KyTaHo M 4o3aTa 4a
ce 3roJieMyBa Bo nepMOA o4 4 HeFie" 4o caKaHaTa Ao3a,  ciiope4 CJie4HaTa LueMa

rlpenopailaHO 4o3a Ha TMTPMpaLt,e Ha Pe6Mq] 44
"TPMpaLbe MMKporpaMM

(% o/I d]MHaJIHa Ao3a) AaBaH 3 na" He4eJIHo
1-2  HeAeJia 20% 8.8 MMI(porpaMM 3 na"  HeAeJiHo
3-4 HeAeJla 50% 22 MMKporpaMM 3 na" HeAeJIHo
5+ HeAeJla 100% 44 MMKporpaMM 3 na" HeAeJIHo

nD8 oeMue_riu3uDauKu HacmaH
rlpenopaiiaHo Ao3Mpaibe Kaj Hal+MeH" co eAi"eiieH AeMMei"3MpailKM HacTaH e 44
MMKporpaMM  Pe6Md) AaBaH 3 na" HeAeJiHo KaKo noTKo)Kiia rmjeKL"ja.

Penancu Ha Mvnmunna__CKneDo3a
rlpenopailaHo 4o3MpaH>e Ha Pe6Mq) e 44 MMKporpaMM 4aBaH 3 na" He4eiiHo KaKo
noTKo>Ki+a  MHjeKL+Mja.  noHMCKaTa Ao3a o4 22  MMKporpaMM  MCITo TaKa ce AaBa  3 na"
HeAeJiHo KaKo noTKo)Kiia rmjeKi+Mja M ce npenopailyBa 3a naLiMeH"  KOM onopeA
cnei+MjaJ"cTOT Koj " Tpe"pa He Mo}KaT Aa ja noAHecaT noBMcoKaTa Ao3a.

neouiamDucKano_niynauuia
He ce M3BeAe" cPopMaJi"  ionMHMilKM MonMTyBaiba  M" cpapMaKOKMHeTCKM cTyA" I(aj AeHa
MJ"  aAOJiecL+eHTM.
CenaK,  nocTojaT noAaTOL|M oA neAwiaTPMCKa peTPocneK"BHa KoxopTHa CTyAMja 3a
6e36e/]HocTa  Ha Pe6Md) oA MeAMLiMHCKM  M3BeuJTaM  Kaj Aei+a (n=52)  M  aAOJiecLieH"

(n=255).  Pe3yiiTa"Te oA oBaa cTy+]Mja cyrepMpaaT /]ei(a 6e36eAHoc"oT npocprm Kaj Aei+a
(2 j]o  11  roAM" cTapocT)  M aAOJlecLieH" (12 Ao 17 roAi"M cTapocT) KOM npMMaaT Pe6Mdy
22  MMKporpaMM  MI" 44  MMI{porpaMM  noTKo>Kiio AaBaH  3  na"  HeAeJiHo e onMileH  KaKo  Kaj
Bo3paonMTe.

Be36e+]iHocTa M ecpMKacHoora Ha Pe6McP Kaj fleue nod 2 roAi"M cTapocT He e eTa6i"paHa.
Pe6McP He Tpe6a Aa ce KopMc" Kaj oBaa Bo3paoua rpyna.

MeToq Ha armMKaL"ia
Pe6Md) ce aAMi"MCTPMpa  co noTKo>Kiia  rmjeKi+Mja.  npeA MHjeRTMpaibe M  Bo HapeAHMTe 24
i]aca noone ceKoe MHjel("Paibe, ce npenopaliyBa 3eMaLbe ail""pe"iieH aHaJire"K 3a
HaMaTiyBaHDe iia cMMnTOMrme HaJ"K Ha rpMn I(oM Ce noBP3a" co aA""cTpaHMjaTa Ha
Pe6Md). ,
3acera He e no3iiaTo KOJiny 4oJiro naLiMeHTMTe Tpe6a Aa ce JleKyBaaT.  He e AOKa>KaHa
6e36eAHocTa M ecpMKacHoora co Pe6M¢ 22 noone 4 roAM" oA TpeTMaHOT.  Ce
iipenopaiiyBa Hal+MeHTMTe Aa Jce I(oHTpoJ"paaT Hal
4-rpAMLLJ"or nepMOA nocne 3anoiJHyBaLbe Ha TpeT
no/]oJiroTpajHo neKyBaLbe Moxe Aa 4aAe JleKapoT

4.3          KOHTpaM HAM I{aiiMi4

XMnepceH3M"BHocT Ha npMPoAeH MJ"
Koj Apyr eKcuMnMeHc HaBeAeH  Bo 6.1.
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•              rlocToeiiita cMjiHa AenpecMja M/Mi" caMoy6MCTBe"  M/]eM (BMAeTe 4.4 M 4.8).

4.4        Mepi{ii Ha npeTna3nMBocT M noce6HM npe/rynpeeyBaLba

ciieAIMBOcT

CO  L|eJI Aa ce  noA06PM oneAJ"BoCTa  Ha 6MonouKMTe  MeAMLMHKM  npoM3BOAM,  MMeTo Ha
npeM3BofioT M  6PQjoT Ha cepwiaTa  Ha aAMMHMCTPMpaHMOT npeM3BOA Tpe6a Aa 6MAaT jacHo
3anMLuaHM.

onu" nDenoDaKM

naHMeH"Te Tpe6a /]a 6MAaT MHcpOpMMpa" 3a Hajilec"Te HecaKa" peaKi+" noBpea" cO
ynoTpe6aTa Ha MHTep¢epoH 6eTa,  BunyilyBajtw "  M cMMmoMMTe onMu" Ha  rpMn  (BMAeTe
4.8).  oBMe cMMmoMM ce HajM3pa3e" Ha noiieTOKOT Ha TepanwiaTa M ce HaMaJiyBaaT no

®peltcpeHUMja M ja"Ha cO npoAoii>ItyBaibe Ha Tpe"aHOT.

TDOM6o"iiHa MMKDoaH"ona"ia ITMA)

CnyiJaM Ha TpoM6o"ilHa MMKpoaH"ona"ja ,  Ma"d)ec"paHa KaKo TpoM6o"iJHa
TpoM6oLiMTone"ilHa nypnypa  (TTP)  rum xeMOJiM"ilKM ypeMMilKM cMHApoM  (HUS)  ,
BKJlyilyBajtw  M a)aTaJi" onyilaM,  ce npMjaBe" npM  KopMCTeitieTo Ha npoM3BOAM co
MHTep¢epeH 6eTa.  HecaKaHrme HacTa" ce npwiaBe" 80 pa3i"u" nepMOAM 3a BpeMe Ha
Tepa"jaTa M MO>I(e 4a ce jaBaT M HettonKy Henei" AO HeKO]iKy roflM" no noiieTOK Ha
Tepa"j.aTa   co MHTepcpepoH 6eTa.  PaHure ionMHMUKM 3HaLiM BKiiyHyBaaT TpoM6oi+MTone"ja,
HOBa  nojaBa  Ha  xMnepTeH3Mja,  TpecKa,  cMMnTOMM  Ha  LieHTpaJiHMOT HepBeH  cMCTeM  (np.
KOHq)y3Mja,  nape3a)  M  HapyLueHa  6y6pe>Kiia  cpyHKi+Mja.   Jla6opaTopMCKMTe  HaoAM  KOM

ynaryBaaT Ha TMA BKJiyilyBaaT HaMaiieH 6poj Ha TpoM6oL+M",  noKaileHa cepyMcita JiaiITaT
AexMAPoreHa3a (LDH) 3apaAM xeMoiiM3a  M Li"cTOLiM"  (epMTpouMTiia cppa"eHTaLiMja)Ha
xpBHa pa3MacKa.
Cnope/I Toa +]oKoiiny ce 3a6ejie>KaT ionMHMiiKM 3HaL+M Ha TMA,  ce npenopaiiyBa
noHaTaMoi]]Ho  MonMryBaibe  Ha  HMBOTo Ha TpoM6oi+M",  cepyMCKaTa  LDH,  KPBHa  pa3MacKa
M 6y6pe>KiiaTa cpyHKLMja. floKoriKy TMA ce AMjarHoc"LiMpa,  noTpe6eH e 6p3 TpeTMaH tea
ce 3eMe 80 063Mp 3aMeHa Ha rma3Ma) M ce npenopaiiyBa MTi+O npeKMHyBaibe Ha Tepa"jaTa
cO Pe6M¢.

flenoecMia M caMov6MCTBe" MfleM

Pe6Mq) 22 Tpe6a BHMMaTeiiHo Aa ce ynoTpe6yBa Kaj Hal+MeH"
AenpecMB" nopeMeTyBaba,  noce6Ho Kaj oHMe co   caMoy6MCT
flenpecMjaTa M caMoy6MCTBe"Te MfleM    ce ilecTa nojaBa Kaj
cKJiep03a M ce noBp3a" cO rmTepq]epoHCKaTa Tepa"ja. rla
Tpe6a Aa Ce CoBeTyBaaT Be4Hau 4a npMjaBaT 6Mno KaKBM cM
caMoy6MCTBe"  MAeM  itaj  HMBHMOT iieKap.  rlaHMeH"Te  KOM  n
BMMHaTeJiHo Aa ce cJieAaT 3a BpeMe Ha Tepar"jaTa co Pe6M
TpeTMpaaT.   Tpe6a fla ce 3eMe Bo npeABMA M npeKMHyBarbe

(Bu|AeTe 4.3  M-4.8).

M  ceraLliHM

HaDvuvBaLba co Hana,qM
rJE

Pe6Mdy Tpe6a BHMMaTeJiHo Aa ce ynoTpe6yBa  Kaj  nauMeH" co MCTopMja Ha HanaAM,  Kaj
oHMe nqu Tepa"ja co aH"enrmenTyll+M, ,noce6Ho 4oKOJiKy HMBHaTa enunencMja He e
a|]eKBaTHO KOHTpoi"paHa cO aH"enMiieii"uM (BMAeTe 4.5 M 4.8).



CDueBM 3a6onvBaiba

rlauMeH"  co CpL+eBM 3a6oJlyBart>a  KaKo aHrMHa neKTopMC,  KOHrecTMBHa cpLieBa ona6ocT
rum aprmMja, Tpe6a BHMMaTeJiH0 Aa ce Ha6JbyAyBaaT nopaAM onacHoCT oA BrioLi]yBaLbe
Ha  HMBHaTa KiiMHMilKa cocToj6a Ha noiieTOK Ha Tepa"jaTa co MHTepd)epoH 6eTa-1 a.
CMMnTOMrme ci"u" Ha rprm cMHApoM noBp3a" co Tepa"jaTa co MHTepcpepoH 6eTa-1 a
Mo}KaT Aa 6MAaT cTpec" Kaj nauMeH" co cpL|eBM 3a6oJlyBaLba.

HeKDo3a  Ha  MecTOTo Ha  MHieK"DaLbe

Kaj  napreH" KOM ynoTpe6yBaaT Pe6Mq) Mo>KHM ce M  HeKpo3M Ha MecTOTo Ha  MHjeK"palbe

(lsN) (BMAeTe 4.8).  3a Aa ce HaMaJ"  pM3MKOT qu HeKPo3a Ha MeeroTo Ha MHjeK"parse Ha
liaLiMeH"Te i" ce npenopaiiyBa :
•             Aa ce KOpMc" Tex"Ka Ha acemMi+HO MHjeK"pafoe
•             Aa ce MeHyBa MecTOTO Ha MHjeK"parbe co ceKoja Ao3a.

rlpoi+eAypaTa Ha caMo-MHjeK"paitie oA cTpaHa Ha nauMeHTOT Tpe6a noBpeMeHo Aa ce
npoBepyBa,  Oc06eHO /]OKonny Ha  MecTOTO  Ha  MHjeRTMparbe ce  nojaBaT peaKLiMM,

floitoiiKy Kaj  naL"eHTOT ce nojaBM oLiJTeryBaLbe Ha Ko}KaTa,  Koe Moke /]a 6MAe npMApy}i{eHo
co oToit M" ApeHa>Ka Ha TeilHocT oA MecTOTo Ha MHjeK"patt»e,  nauMeHTOT Tpe6a Aa ce
coBeryBa Aa ce KOHcyJi"Pa co jieKapoT npen Aa ja npoAoii>KM Tepa"jaTa co Pe6M¢.
floKoiiKy naLiMeHTOT MMa  noBeke jie3MM,  Pe6M¢ Tpe6a Aa ce npeKMHe ce Ao/]eKa He AojAe
Ao 3a3ApaByBalbe.  rlaiiMeH"Te co eAMHeilHa Jie3Mja Mo}KaT Aa npoAOJi>i{aT Ho caMo no/I
yonoB HeKp03aTa Aa He e MHory roiieMa.

xenaTanHM  HaDVLIIVBarba

80 KjiMHMiiKMTe  MonMTyBarba  Ha  pe6Mcp,  MHory Hec"  ce acMMnTOMaTci{MTe 3roneMyBalba Ha
xenaTaiiHrme TpaHcaMMHa3M  (oco6eHo aJiaHMH aMMHOTpaHcq)epa3a (ALT))  M  1-3% oq
naHMeH"Te pa3BMBaaT 3roJieMyBaLbe Ha XenaTaJIHMTe TpaHcaMMHa3M noBeke qu 5 na" oA
ropHaTa rpa"i+a Ha HopMaJiaTa (ULN).  Bo oTcycTBo  Ha KJiMHMi]KM  cMMliTOMM,  cepyMCKMTe
ALT KOHLieHTpaL+MM Tpe6a fla ce MOHMTopMpaaT npeA 3anoilHyBaLbe Ha Tepa"jaTa,  Ha  1-
MOT,  3-HOT M 6-HOT MeceLi qA Tepa"jaTa M noToa nepMo/]MiiHo. Tpe6a Aa ce 3eMe Bo
lipeABra M HaMaJiyBaibe Ha Ao3aTa Ha  Pe6Md) Bo onyilaj Ha 3roTieMyBaLt,e Ha ALT noBeke
oA 5 na" o/I ULN M nocTeneHo Fia ce 3roJieMyBa oTKaKo ke ce HopMai"3MpaaT
KOHHeHTpaLiMMTe  Ha eH3MMMTe.  Pe6McP Tpe6a  BHMMaTeJiHo fia ce  BOBeAyBa  Kaj  naLiMeH" co
MCTOpMja  Ha 3HavqueiiHO xenaTaliHO 3a6OnyBaibe,  KnMHMLiKM AOKa3M  3a  aKTMBHO xenaTaliHO
3a6onyBaH.e`,  aiiKoxoJ"3aM  rmM 3roJieMeH cepyMCKM ALT (>2.5 na"  ULN). TpeTMaHOT co
Pe6Md] Tpeoa da ce  npeKMHe AOKOJiKy ce  nojaBM  MRTepyc mu" Apy"  KtiMHMilKM  cMMmoMM  Ha
xenaTaiiHO HapyLi]yBaibe.

Pe6Mq) KaKo M Apy"Te MHTe\Pq)epo" 6eTa MMa noTeHqujaJI Aa npe4M3BMKa cepMo3Ho
xenaTaiiHo HapyLi]yBaibe,  BrmyuyBajrfu  M aKyTiio xenaTaJiHo oLUTeryBahoe (BMAeTe 4.8).
rloBekeTO 0/I OnyiiaMTe Ha cepM03HO xenaTaiiHO HapyLi]yBaibe ce jaByBaaT 80 npBMTe 6
MeceL+M  on TpeTMaHOT.  MexaHM3MOT 3a  peTKaTa CL"nTOMaTCKa xenaTaiiHa /]Mc¢yHKuMja e
Heno3HaT.  He ce oTKPMe"  HMI(aKBM  oneHMCPMil" a)aKTopM  Ha  pM3MK.

Ev6ce>KHM  M  vDMHaDHM  HaDVLi]vBahoa

Hed)pomcKu. cuH6poM

CnyilaM Ha Heq)POTCKM cMHApoM co paanMii" ocHOB"
Kona6MpailKa cPoKanHa cerMeHTaiiHa riioMepyiiocKiiepo
MMHMMaji" npoMe" (MCD),  MeM6paHonpoJ"d)epa"B

oJiveattle co
ermgiv#c (MPGN) M

*  * S'.I,....".  ,''if i.i:`:i;



MeM6paHo3Ha riioMepyiiona"ja (MGN) ce npMjaBe" 3a BpeMe Ha Tepa"ja co npoM3BOAM
co MHTep®epoH 6eTa.  HecaKaHMTe HacTa" ce npwiaBe" Bo pa3i"H" nepMOAM 3a BpeMe
Ha Tepar"jaTa M M0xe Aa ce jaBaT M no HeKOJiKy roAM" TepanwiaTa   co MHTepq)epoH 6eTa.
nepMOAMilHo  MOHMTopMpatbe 3a  paHrme 3HaHM  unM  CMMnTOMM  ,  KaKo  Ha  np.  eAeM,
npeTeMHypMja,  rum Hapyll]eHa 6y6pe>Kiia ¢yHKL"ja, ce npenopaiiyBa oco6eHo Kaj naL"eH"
cO noBMcOLt pM3MK 3a 6y6pe>Ki" 3a6OnyBaLba.  ce npenopaiiyBaaT noBpeMeHM TecTOBM Ha
6y6pe}KHaTa cpyHKLiMja.  rloTpe6eH e  HaBpeMeH TpeTMaH  Ha  Hed)POTCKMOT cMHApeM  M
npeKMH Ha Tepa"jaTa co Pe6Md) Tpe6a /]a ce 3eMe Bo o63Mp.

Jla6opaTODMCKM a6HODManHoc"

Co ynoTpe6aTa Ha MHTepdyepoHure ce noBp3yBaaT M na6opaTopMCKMTe a6HopMaiiHoc".
BKynHaTa  nojaBa e He3HaiiMTeJiHo noBMcoi(a co Pe6Md) 44 oTKOJiny co Pe6McP 22
MMKPorpaMM.  3aToa,  KaKo 4onoJiHeHMe  Ha iia6opaTopMCKMTe TecTOBM  KOM ce HopMaJiHo
noTpe6" 3a oneAetbe Ha naL"eH"Te co MyJiTMrma cKiiepo3a,  MOHrmopMHr Ha
xenaTaliHMTe eH3MMM  M  KOMrme"a M AMd)epeHUMjama  KPBHa onMKa  M 6pojoT Ha
TpeM6ouM" ce npenopailyBa Bo pe/]oB" MHTepBai" (1, 3 M 6 MeceLiM) no 3anoilHyBait,e Ha
Tepa"jaTa Co  Pe6Md)  M  noToa  nepMOAMiiHo M  Bo oTcycTBo  Ha  ionMHMilKM  CMMnTOMM.  TMe
Tpe6a Aa ce noHec" Kora ke ce 3anoiiHe co Pe6McP 44 MMKporpaMM.

TMDeora" HaDVLilvBarba

rlauMeH"Te Tpe"pa" co Pe6Mq) noBpeMeHo Mo>KaT Aa Ma"q)ec"paaT HOBM rum
BJioLLlyBaibe Ha "peoMqHMTe a6HopMaiiHoc".Ha noileTOKOT ce npenopailyBa Tec"Patbe
Ha "peoMAHaTa cpyHKui4ja M AOKOJiKy Taa e HapyiJJeHa,  ce Tec"pa ceKOM 6-12  MeceL" oA
noiieTOKOT Ha Tepa"jaTa. floKoiiKy npBMi]HMTe TecTOBM ce HopMaJiHM,  He e noTpe6Ho

py"HCKO Tec"paibe,  OcBeH AOKotiKy ce nojaBaT KiiMHMilKM 3HaL+M  Ha "peoMAHa
AMCcpyHKL|Mja  (BMAeTe 4.8).

CceDMo3HM  DeHajiHM  M xenaTaJiHM 3a6oJivBattia  M ceDMo3Ha  MMeJiocvnDecMia

Tpe6a /]a ce o6pHe BHMMaHMe M   fla ce npaBM cepMo3eH  MOHMTopMHr npM ynoTpe6a  Ha
MHTepcpepoH 6eTa-1 a Kaj naLqueH" co cepMo3" peHaJi" M xenaTaJi" 3a6oiiyBaH>a M
naLiMeHTM co cepMo3Ha MMejiocynpecMja,

MoxeH e pa3Boj Ha cepyMCKM  HeyTpaJ"3MpaiiKM aHTMTe
rlpeL+M3eH  MexaHM3aM 3a  nojaBaTa Ha aHTMTeJia c`eyLLJTe
no4aTOHM CyrepMpaaT Per(a 24 flo 48 MeceL+M no TpeTMal
npM6"xHo  13-14 % oA iiaLiMeHTMTe pa3BMBaaT nep3MCT

£HaTpefapK:E°MHH::::;`o:.onAE:::3T::TM°H=:pag:g:eHn6aeE:rtagi6H:T::`2cOLHfia:
HeonTepMH).  MaKo  KjiMHMiiKOTo 3HaHeibe Ha  nojaBaTa  Ha aHTureria  He e noTnoJiHo jaouo,

pa3BojoT Ha HeyTpaJ"3MpaiJKM aH"TeJia   e noBP3aH Co Pe4yLMpaHa ecpMl(acHoCT Ha
KiiMHMiw{MTe M MRI  BapMja6i". floKoiiKy naLMeHTOT pea"pa ona6o Ha Tepa"jaTa co
Pe6Md) M  MMa  HeyTpaJ"3MpaiiKM aHrmeJia, JieKapoT Tpe6a noBTopHo Aa ro npeMcnrma
coPAHOcoT KOPMIr/PM3MK oA npoAOJi)i{eHa Tepa"ja co Pe6Mq).

KopMCTeibeTo pa3J"il" TecTOBM 3a oTKPMBarbe cepyMCKM aHTLITeJia M  pa3J"KMTe Bo
Aecpl"MpaLbeTo 3a no3M"BHocT Ha aHTMTetia, ja i"MM"pa Mo)I(I+ocTa 3a onopeflyBaHDe Ha
aHTMreHocTa Kaj  pa3Jim"  npoM3BOAM.

flDV" d)ODMM  Ha MVJi"rma cKJieDo3a



rlocTojaT MaiiKy no/]aToun 3a 6e36eAHocTa M ecpMKacHocTa Kaj HeaM6yriaHT" naHMeH" co
MyJi"riJia cl(Jiep03a.  Pe6Md) ceyLJJTe He e MonuraH  Kaj  nauMei+" Co npMMapHa nporpecMBHa
MyJi""ia clonepo3a M  He Tpe6a Aa ce KOPMc" Kaj oBMe naHMeHTM.

EeH3un ajiKoxoii

Jlel(oT coAp>KM  2,5  mg  6eH3MJi  aJIKoxoJi  Bo Ao3a.
He cMee Aa ce AaBa Kaj npeABpeMeHo poAe" 6e6Mfoa M HOBopoAeHM.  Moxe fla
npeAM3BMKa TOKCMiiHM  peal(HMM  M  aHacbMJiaK"ll"  peaKL|MM  ttaj f]OeHIMhaa  M  AeHa AO 3
ro/]MHM  cTapocT.

4.5         MHTepaKUMja co Apy" nei(OBM M Apy" q}opMM Ha MiiTepaKL|Mja

He ce M3BeAeHM cTyA" Ha rmTepaKHMja co MHTepcpepoH 6eTa-1a  Kaj iiyfe.

MHTepd)epo"Te AOKa}KaHO ja peAyL"paaT aK"BHOCTa  Ha xenaTaJiHMTe LiMToxpoMCKM  P-
450 3aBMc" eH3MMM  Kaj JiyFe  M }i{MBo"M.  Tpe6a Aa  ce o6pHe  BHMMaHMe  Kora  ce

ynoTpe6yBa  Pe6Mq) Bo  KOM6MHaLiMja co JieKOBM  KOM  ce co TeceH TepaneBTCKM  MHAeitc M  Bo
rojieMa  Mepa 3aBMcaT oA xenaTaJiHMOT LiMToxPoMCKM  P450 cMCTeM 3a  lthMpeHc,  Ha  np.
aH"enwien"iiM  M HeKOM KnacM Ha aH"AenpecMBM.

MHTepaKUMjaTa Ha Pe6Md) co Kop"KocTepoMAM M aApeHOKop"KOTpon" xopMo" (ACTH)
He e cMCTeMaTci{M  npoyi+yBaHa.  KJ"HMilKMTe CTyA" noKa)KyBaaT AeKa naHMeH"Te co
MyJiTMnJia cKJiepo3a Mo}i{aT Aa npMMaaT Pe6M¢ M  Kop"KoCTepoMAM M" ACTH 3a BpeMe
Ha peJiancM.

H 6eTa,

SakHtbMaH/%°6#:?

4.6         nnoAHocT, 6peMeHocT M iiaRTaLiMja

BDeMeHocT
06eM" noAaToun (qu McxoAMTe oA noBeke qu 1000 6peMeHoc") on pe"cTPM M nocT-
MapKe"HrLJJKo MCKycTBo yKa}KyBaaT AeKa  HeMa 3roJieMeH  pM3MK o4 nojaBa  Ha  roJieMM
BpoAe" aHOMaJiMM no M3JioxeHoor Ha MHTepq)epoH 6eTa npe4 3aiJHyBarbeTo M 3a BpeMeHa
Ha npBMOT TPMMecTap oA 6PeMeHocTa.  CenaK , TpaeLbeTo Ha M3]io}KeHocTa 3a BpeMe Ha
npBMOT TPMMecTap e HecMrypHo,  6MAejwh no4aTOL+MTe ce co6pa"  Kora ynoTpe6aTa Ha
MHTepq)epoH  6eTa 6eue KOHTpaMH4ML+MpaHa 3a  BpeMe  Ha 6peMeHocTa   M TpeTMaHOT
HajBepqjaTHo 6MJi npeKMHaT Kora 6peMeHoera 6Miia 3a6ene>KaHa M/Mi" noTBPAeHa..
MCKycTBOTO cO M3iioxeHOcT 3a BpeMe  HaBTOpMOT M Tpe"OT TPMMecTap e  MHory
orpaHiiileHo.
CnopeA noAaToi+MTe oA MonMryBaiba  Ha >KMBOT"  (BMAM AeJi  5.3),  MMa  MoxHocT 3a
3roiieMeH pM3MK oA onoHTaH a6opTyc.  PM3MKOT qu onoHTaH a6opryc Kaj 6peMeHM xe"
M3riome" Ha MHTepd)epoH 6eTa He Moke cooABeTHo Aa ce npoL+e" Bp3 ocHOBa Ha Aocera
+]oCTanHure noAaTOL",  Ho noAaTol+MTe He yKa}KyBaaT Ha 3roJieMeH PM3MK fiocera.

/]oitoiiny e KiiMHMiiKM  noTpe6Ho ynoTpe6aTa Ha Pe6M¢ Mo>Ke fla ce 3eMe Bo npeABMfi 3a
BpeMe Ha 6peMeHocT.

EQap     -
orpa"iie"Te flocTan" noAaTouM 3a npeHocoT Ha MHTepcpepoH 6eTa-1 a Bo MajiMHOTo
MJieKo,  3aeAHo co xeMMCKo/a)M3MOJioLilKMTe  KapaRTepMc"KM  Ha
cyrepMpaaT /]eKa HMBoaTa Ha MHTepq)epoH 6eTa-1 a KOM ce
ce 3aHeMapi"BM.  He ce oileKyBaaT Li]TeT" ecpeRTM

Pe6McP Moke Aa ce KopMC" 3a BpeMe Ha AoeH>e.

HaAO



rln04HOcT
flejcTBOTO   Ha  Pe6McP Bp3 nJioAHocTa He e Mc"TaHo.

4.7        B"jaHMe Bpe cnoco6HocTa 3a Bo3eHbe ni" panyBaLbe co MauMHM

cO ynoTpe6aTa Ha MHTepq)epoH 6eTa MO>KHi4 ce HecaKa" ecpeK"  80 LieHTpaiiHMOT HepBeH
CMCTeM  (Ha  np.  3aueMeTeHocT)  KOM  Mo}KaT /]a  BIiwiaaT Bp3 cnoco6HocTa  Ha  Hal+MeHTOT 3a

ynpaByBaibe co Bo3rmo MJ"  MaLUM" (BMfieTe 4.8).

4,8         Hecal{aHM AejcTBa

Pe3MMe Ha 6e36eAHoonMOT ncod)rm

HajroneM AeJI Ha HecaKa" Aej.cTBa acoLiMpa" co Tepa"ja co Pe6Md) ce Ma"q)ec"Pa co
cMHApoM  HaiiMK Ha  rpMn.  CMMnTOMrme onMu"  Ha  rpMn Te>KiieaT Aa 6MAaT nojaKM  Ha
noi]eToit Ha Tepa"jaTa M ce HaMaiiyBaaT co KOH"HyMpaHMOT TpeTMaH.  rlpM6">Kiio 7o% oA
naLiMeHTMTe TpeTMpa" co  Pe6Mdy Mo}KaT Aa oiieKyBaaT TMnMlieH 3a  MHTepd)epoH  CMH4POM
onMiieH Ha rpMn Bo npBMTe 6 MeceuM of] noHeTOK Ha Tepa"jaTa.  rlpM6J"}Ki+o 30% oA
naLiMeH"Te fe 3A06MjaT peaKi+Mja Ha MecTOTO Ha MHjeK"paibe, yMepeHO BOcnaiieHMe M"
epMTeMa.  Boo6Miiae" ce M acMMnTOMaTCKM 3roJieMyBalba Ha Jia6opaTopMCKMTe
napaMeTPM  Ha xenaTaJiHaTa cpyHKLiwia M HaMariyBaibe Ha 6pojoT Ha 6eJ"Te KPB" itheTKM.

TloroJieMMOT 4eJI HecaKa" peaKUMM 3a6ene)Ka" co MHTepdyepoH 6eTa-1 a Boo6MLiaeHo ce

yMepe" M peBep3M6Mii" M ce noBjieKyBaaT co HaMaiiyBatbe Ha fio3aTa.  Bo onyilaj. Ha
cepMo3" M nep3Mc"paiiKM HecaKa" ecpeK", Ao3aTa Pe6MCP MO}i{e npMBpeMeHO Aa ce
HaMai"  rum npeKMHe,  no OAiiyKa Ha iieKapoT.

JIMCTa  Ha  HecaKaHM  DeaKLLMM

HaBeAe"Te HecaKa"  peaKLiMM ce  MAeH"cPMLiMpa"  ofl KJiMHMilKM  cTyAMM  KaKo  M
rioc"apre"HiJJwi vi3BeuiITavi (s8e30a [*] yKa>Ky8a Ha HecaKaHu PeaKuuu u6eHmucpuuupaHu
3a 6peMe Ha nocmMapKemunturo ane6efoe/. CiieA"Te ned)M"LiMM ce oAHecyBaaT Ha
I(opMCTeHaTa TepMMHOJio"ja 3a d]peitd]eHHMja:  MHory ilec" (21/10), lJec" (21/100 Ao
<1/1o),  rloMatiKy ilec" (21/1.ooo Ao <1/1 oo),  PeTKM  (21/1o.ooo Ao <1/1.ooo),  MHory peTKi/I

(<1/10.000),  Heno3HaTa cbpeKcpeHLiMja (He Mo>Ke fla ce npoLie" ofl pacnoiio>KMBure
noAaTO")

Bapvurv8aH>a Ha KDBHuom  u nuMcbHuom cucmeM
MHory HecITM:   HeyTpone"ja, rii"q]oneHwia, neyKone"ja, TpoM6i
PeTKM:                 TpoM6o"iiHa MMKpoaH"ona"ja BKnyiiyBajfu Tpon

TpoM6oHMTone"iiHa nypnypa/xeMol""iieH  ypeM
o3HaKa  3a  npoM3BOAM  Ha  MHTepcpepoH  6eTa,  BMflM

EH6oK]2uHonourl(u HaDvuJv8arba
rloMaJiKy i+ec":              "peoMAHa AMcd)yHKHMja,  HajilecTO Kai{o x

xMnepTMpeoM4M3aM

HaDVuJV8arba Ha uMVHOJ]ouKuom cucmeM
peTi{M :                                     aHacpwhaRTMii" + peaKL+L"*

`rB

X_9_n_amo6unuiaDHUHaDVuJV8ahoa
MHory iiec":                    acMMnTOMaTCK0 3rotieMyBaH>e Ha TpaHcaMMHa3M
llecTM:                                     cepMo3HM 3roiieMyBaLba Ha TpaHcaMMHa3M



rloMatiKy HecTM:
PeTKM:

xenaTMTMc co  MJiM 6e3  MKTepyc*
xenaTaJi" 3a6oJiyBaLba* (BMAeTe 4.4),  aBTOMMyH xenaTMTMc*

ncuxuiamDucl{u HaDvljjveaHba
llec":                              AenpecMja, MHcoM"ja
Pe":                              o6MA 3a caMoy6MerBo*

HaDvujv8alba Ha HeD_8Huom cucmeM
MHory ilec":                  riiaBo6oiiKa
noMajiKy uec":             HanaAM*
Heno3HaTa
cppei(a)eHHMja:                  TpaH3M"M  HeBPoJioLiJKM CMMnTOMM  (Ha  np.  xMnoore3Mja,  MycKyiieH

rpii,  napecTe3Mja, TeLLIKo"M  npM oAerbe,  MycKyJiocKeJieTHa
BKoilaHeTOcT)  KOM  MO)KaT /]a  MMMTMpaaT MyiiTMnrieKc  cKjiep03a
er3aL+ep6aLiMM*

H_aDVurvealba Ha oLlume

rloMaiiKy Hec":           pe"Haii" BacKyriap" 3a6oJiyBatba (Ha np. pe"Hona"ja, 6ei"
ToilKM,  06cTpyKL+Mja  Ha  peTMHaiiHa apTepMja Mm  BeHa)*

B_a_9_nynaF)HUHaDvurvealba
rloMaiiKy liec":            TpoM6ceM6oi"ii" onyiiaM*

PecnuDamoDHu, moDaltarlHu  u MeouiacmuHanHu HaDvuJv8alba
rloMatiKy Hec":             AMonHeja*
Hen03Ha":                       nyiiMOHapHa apTepMCKa xMnepreH3wia* (unacHa 03HaKa 3a

MHTepq)epoH 6eTa npoM3BOAM,  BMAM  noAOJle)

racmDOuHmecmuHanHu HaDvuiv@ahoa
llecTM:                               AMapeja,  noBpafaitie,  raj]efoe

HaDvurvealba Ha Koxama u nomKoxHume mKu8a
llec":                               npypMryc, I+pBeHrmo, epureMaTo3HO L+pBe"Jio, MaKyiiona"iiapHo

HPBeHrmo,  aJioneLiMj.a*
noManKy iiec":            yp"KapMi.a*

PeTKM:                                QuinckeroB eAeM (aH"oeAeM)*,  Myii"cPopMHa eprmeMa*,  peaKLi"
Ha   Ko}I(aTa KaKo MyJi"CPopMHa epLITeMa*,  Stevens Johnson
CMHAPOM*

MvCKVJ]OcKen_emHu u HaDvlJJv8arba Ha 3ano6o8ume
llecTM:                                MwiaJi"ja,  apTpaJi"i.a
PeTKM:                                    lupus erythematosus  npeAM3BMKaH  OA Jiei(*

Bv6DexHu u_yDUHaDHu HaDVLuv8alba
PeTKM:                                   HecppoTCKM  CMiiqpoM*,  moMepynocunepo3a* (BM/]M Aeji 4.4)

Onurmu HaDVLuv8alba u cocmoi6a Ha Mecmomo Ha uHieKmuDalbe
MHory Hec":                   BOcnaJie"e Ha MeeroTO Ha MHjeRTMpaH5e,  peaKUMja Ha MecTOTO Ha

MHjeRTMpatbe,  cMMnTOMM  HaJiMK  Ha  rpMn,
|1ecTM:

rloMaiiKy qecTM:

PeTKM:

6onr(a Ha MecTOTo Ha MHjeK"paibe,
HeKp03a Ha MecTOTO Ha MHjeK"pa
MHjeK"paibe,  ancLiec Ha MecTOTO
MecTOTo Ha  MHi.eRTMpaLbe*,3roJie
Lieiiyi"TMc Ha  MecTOTO  Ha  MHjeRT

icT, TpecKa



Heno3HaTa
®peKBeHLiwia:                 rla"Ky""c (Ha MecTOTO Ha rmjeK"paibe)

ne/]MiaTDMCKa nonvjiaL"ia

He ce  M3Be/]e" a)OpMai"M  KtiMHMilKM  MonMryBaiba  M" a)apMaKOKrmeTCKM  cTyAMM  Kaj AeHa
rum aAOJlecHeH".
OrpaHme"Te no/]aTOHM 3a 6e36eflHoc"oT npocprm Kaj AeHa M aAOJlecHeH" (2 Ao 17
rof]M" orapocT) KOM  npMMaaT Pe6Mq) 22 MMKporpaMM  unM 44 MMKporpaMM 3 na" HeAeJIHo
e onMiieH  Kai(o  Kaj  Bo3pacHrme.

EdreKTM  Ha  Kiiaca
ynoTpe6aTa Ha MHTepcpepo" e noBp3aHa co aHOpeKCMja,  BPTorliaBMLia,  aHKCM03HOcT,
apMTMMM,  Ba3OArmaTaLiMja  M  naji"TaLiMja,  MeHOpa"ja  M  MeTpopa"ja.
rlpM TpeTMaH cO MHTepq)epoH 6eTa MO>Ki+a e nojaBa Ha 3rojieMeHO cO3AaBaibe aBTO-
aHrmeJia.

nviiMOHaDHa  aDTeDMCKa xMneDTeH3Mia
rlpMjaBe" ce OnyiiaM  Ha nyiiMOHapHa apTepMCKa xMnepTeH3wia (PAH) npM  KOpMorerbe Ha
MHTepcpepoH 6eTa npoM3Bo4M.  HacTa"Te ce npMjaBe" Bo pa3i"ilHo BpeMe,  Bo paonoH o4
HeKoiiKy  roAMHM,  OA  noueTOKOT  Ha TpeTMaHOT.

nDMiaBVBait>e Ha cvcneKTi"  HecaKaHM  DeaKLiMM  Ha iieK
rlpwiaByBaibeTO Ha cycneRT" HecaKa" peaKLiMM Ha iieK no On06pyBaibeTO 3a npoMeT Ha
JieKOT e Ba>Kiio.  Toa oBo3Mo>KyBa  KOH"HyMpaHo oneAerbe Ha  oAHocoT KopMCT/ pM3MK 3a

/]afleHMOT JieK.  3/]PaBerBe"Te npocpecMOHaJiuM ce MOJiaT Aa "   npMjaByBaaT cyoneKTHrme
HecaKa"  peaKurm Ha JieK 80 HauMOHajiHMOT cMCTeM Ha npMjaByBaibe.
HecaKaHMTe  peaKLiMM  oA JieKOBMTe Mo}Ke Aa "  npMjaBMTe  Bo HaHMOHaJi"oT HeHTap 3a

®apMaKOBM"naHLra npM AreHHMjaTa 3a iieitoBM  M  MeAMLiMHCKM  cpeflcTBa  (yn.cB.KMprm  M
MeTOAMj 6p.54 KaT 1) rum  no eJieRTpoHCKM naT npeKy Be6 cTpaHaTa Ha AreHUMjaTa
http://malmed.gov.ink/.

4.9        n pe/]o3M paibe

Bo onyvaj  Ha npe4o3MpaLbe naL+MeHTMTe Tpe6a Aa Ce
Tpe6a Aa Ce Aafle cooflBeTHa Tepa"ja.

5.           ®APIVIAl{OJIOIl]l(M CBOJCTBA

5.1          ®apMaKOAMHaMcl{M CBojcTBa

®apMaKOTepaneBTCKa  rpyna:  MMyHOcTMMyJiaHci4,

{v:I;:`:"+xp`

a Crle4erbe M

L03A807

MHTepq)epo"Te ce rpyna Ha eH/]ore" ri"i(onpoTeM" co MMyHOMOAyiiaTopHM,
aHTMBMpyc" M aH"npoJ"cbepa"B" CB0jcTBa.

Pe6MCP (MHTep-¢epoH  6eTa-1 a) ce cocTOM oA MCTa  aMMHOKMceJiMHCKa ceKBeHLia  KaKo
eHAoreHMOT xyMaH  MHTepcpepoH   6eTa.  Ce  npoM3BeAyBa  Bo itheTKM  Ha  HMLiau  (oBapMyM  Ha
KMHecKM xpilaK)  M  nopaAM Toa e rJ"Ko3MJ"paH  KaKo  npMpoAHMOT npoTeMH.

He3aBMCHo`qu HaiiMHOT Ha Ao3MpaLbe,  HariiaceHM  cbapMai(o4MHaMCKM  npoMe"  ce
acoLiMpa" co a4MMHMCTPMpaLbeTo Ha Pe6Mq).  rlocne eAMHeilHa Ao3a,  MHTpaueJiyJiapHaTa
M CepyMci(aTa  aKTMBHocT Ha  2',5'-OAS cMHTeTa3a M  cepyMCKMTe KOHueHTpaHMM  Ha 6eTa-2-



MMKpor/io6y"H M HeonTepMH ce noKavyBaaT Bo POK oA 24 iJaca M nollHyBaaT 4a Ce
HaMaJiyBaaT Bo POK on 2 AeHa.  MHTpaMycKyJlapHaTa M Cy6i(yTaHaTa aflMM"CTpauMja
noitaxyBaaT ueTiocHo 3aMeHJiMBM oAroBopM.  rlociie noBTopeHa cy6KyTaHa aAMM"cTpauMja
Ha ceKOM 48 Haca 3a ueTMPM Ao3M,  oBMe 6MOJioultM  oAroBopM ocTaHyBaaT noKai+eHM,  6e3
3HaL+M  Ha  pa3Boj  Ha TorlepaHHMja.

Mapi(epMTe Ha 6MOJioLui{M oAroBop (2',5'-OAS aK"BHocT,  HeonTepMH  M 6eTa-2
MMKPomo6yJ"H) ce i"AyuMpa" oA rmTepcpepoH 6eTa-1 a nocJle cy6KyTaHa
aAMM"CTpauMja  Ha A03M  Kaj 3ApaBM A06PoBOJILiM  M  Kaj  naL|MeH"  co  MyJiTMnJia cKiiepo3a.
BpeMeTo 4o "KOBMTe Ha  KOHL|eHTpaL+Mja  nocJle eAMHellHa  noTKoxHa  MHjeKL+Mja ce 24 4o 48
ilaca 3a HeonTepMH, 6eTa-2-MMKpomo6ynrm M 2',5'-OAS,12 iiaca 3a MXI  M 24 iiaca 3a
OASI  M OAS2 reHCKa eKcnpecMja.  CI"H" nMKOBM no roJieMMHa M BpeMe ce 3a6ejiexa"
3a noBekeTo MapKepM  nocJie npBa M uJecTa aAMM"CTpaHMja.

npeLiM3"OT MexaHM3aM Ha Aej.CTBO Ha  pe6Mcp Kaj  MyjiTMniia cKiiep03a ceyLi]Te ce
McnMTyBa.

EflMHeiieH  ithMHMiiKM  HacTaH  Koi  cvreDMDa  MVJITMnJia  CKJiepo3a

EflHa 2-rof|MuHa  I(oHTpoJ"PaHa  ionMHMi+Ka cTyflMja  co  Pe6McP 6MJla  M3BeAeHa  Kaj  naLiMeH"
co eAMHeileH  IthMHMiiKM  HacTaH  Koj  CyrepMpa /]eMMeJ"3auMja  nopaAM  MyJiTMnJia CKJiepo3a.
naLiMeH"Te  BKTiyile"  80  McnMTyBatbeTO  MMaiie HajMajiKy 2  KiiMHMi+i{M  MMp" tie3MM  Ha T2
MRl  cKeH,  co roJieMMHa oA  HajMani(y 3 mm,  OA  KOM  HajMaJiKy eAHa e  oBOMAHa  rum
nepMBeHTpyL(yJiapHa M" MHcbpaTeHTopMjaJiHa.  BMJio Koe Apyro 3a6onyBaH>e ocBeH
MyiiTMnJia cKiiepo3a Koe MOxe nofl06po Aa " 06jac" 3HaL|MTe M cMMnTOMMTe Ha
nauMeHTOT Tpe6a 4a 6MFLe  MCKnyveHo.

Hal+MeH"Te 6Mne paH4oMM3MpaHM 4BojHo-cJleno M" 4a npMMaaT Pe6Mq) 44 MMKporpaMM
AaBaH 3 na" HeAeJIHo,  Pe6Mq) 44 MMKPorpaMM flaBaH eAHau HeAeJiHo,  MJ"  nJiaLie6o.  Bo
ctiyuaj Ha nojaBa Ha BTop AeMMeJ"3MpailKM HacTaH co Koj Aeq)M""BHo ce noTBPAyBa
MyiiTMnjia cKiiepo3a,  naLiMeHTMTe 6Mne npecppne"  Ha npenopaiiaHOTo Ao3MpaLbe Pe6Md)
44 MMKporpaM flaBaH 3 na" HeAeJiHo KaKo oTBopeHa cTyAMja,  a ocTaHaiia "3aciieneHa"
TepanwiaTa KaKo npM M"LiMja"aTa paHAOMM3aLiMja.

Pe3yiiTa"Te Ha e®MKacHocT Ha Pe6McP 44 MMKporpaMM 4aBaH 3 na" He/]ejiHo
cnopeAyBaH co nJiaHe6o oA oBaa cTyf]Mja Ce crleAHM:

cTaTMCTMi(a Ha TpeTMaH CnopeA6a Ha TpeTMaH
napaMeTPM Pe6Md} 44 meg

3 x He/]eiiHo vs. nnaL+e6o
nnaL+e6o Pe6Mq'44meg3xHeJI.(n=171) PeAyl{l|Mja Cox's Log-

(n=171)
Ha  pM3MK proportionalHazardRatio[95%Cl] Rankp-value

MCDonald (2005) 1{OHBep3Mja

Bpoj Ha HacTa" 144 106

151%                    A ha<ooo,'  KM  npoueHL(a 85.8% 62.5%

cDMs I{O`i+Bep3ria IIIIIIII f                    I.
Bpoj HarHacTa" 60 33

52%         \\
J{KM  npoL|eHKa

grfl ff /o 20.6%

•..:`= :...-i:,, ,



CpeAHM CUA Jie3MM no oco6a no cl(eH 3a BpeMe Ha ABojlJo cnen nepMo[]

Least SquareMeans(SE) 2.58 (0.30) 0.50(0.06)
81%

0.19[0.14;0.26]
< 0.001

flo AeHec He nocTOM Ao6Po eTa6J"paHa Aed)M"L+Mja 3a naLiMeHT co BMcoi( pneMK,  MaKo
nor(oH3epBa"BeH  npMCTan e Aa ce npMq)aTaT HajManny 9 T2 xMnepMHTeH3MB" iie3MM Ha
npBMilHMOT cKeH  M  HajMaiiny  1  HOBa T2  unM  HOBa  rA ne3Mja npM oneAerbeTo,  HajMaTiKy  1
Meceu no M"uMjaJi"oT cKeH. Bo ceKoj onyiiaj, TpeTMaHOT Tpe6a Aa ce pa3riieAa caMo itaj
naLiMeH"  KnacMcpMLiMpa"  cO BMcoi( pM3MK

PeJianono-DeMrmeHTHa MVJiTMrma cKiieDo3a

Ee36eflHocTa M eq)MKaonocTa Ha Pe6McP e eBaJiyMpaHa Kaj naHMeH" co peJiancHo-
peMureHTHa  MyJiTMrma cKJiepo3a Bo Ao3Mpaibe oA  11  Ao 44 MMKporpaMM (3-12 MIE),
AaBa" IloTKo)i{i+o TPM  na"  HeAeJiHo.  Bo nponMLJJaHOTo 4o3Mparbe,  Pe6Md) 44 MMi(porpaMM
AOKa>KaHo ja HaMaJiyBa MHLuneHuaTa (npM6i">Kiio 3o% noone 2 rof]muM) M jaurmaTa Ha
KrMHMilKMTe peiiancM  Kaj  naLiMeH" co HajMaiiKy 2 er3aLiep6aLiMM Bo MMHa"Te 2 rom"  M
co EDSS oA o-5.o Ha noueTOKOT.  rlpoLieHTOT Ha naLiMeH" co nporpecMja Ha MHBaJiraHocT,
AedyrmMpa" co nopacT 3a HajManKy eAeH cTeneH Ha EDSS noTBPAe" noone 3 MeceHM, e
HaMaJleH oA 39%  (nJiaue6o) Ao 27%  (Pe6Mq) 44 MMKporpaMM).  Bo nepMOA oA 4 roAMHM,

PeAyKUMjaTa Ha cpeAHMOT npoLieHT Ha er3aLiep6auMM e 22%  Kaj  naLiMeH" TpeTMpa" co
Pe6Mq) 22 MMKporpaMM M 29% Kaj nauMeH" Tpe"pa" co Pe6M¢ 44 MMKporpaMM,
onopeAeHo co rpyna Ha naL"eHTRT TpeTMpa" co rmaLie6o Bo POK on 2 roAM" M noToa rum
co Pe6Md) 22 M"  Pe6McP 44 MMKporpaMM yLLITe 2 ro/"HM.

CeKVHAaDHo-nDorDecMBHa  Mvri"nria cKJieDo3a

80 TPMroAMLiJHa CTyAMja Kaj  naHMeH" co ceKyHAapHo-nporpecMBHa  MyJi"rma cKiiepo3a
(EDSS  3-6.5)  co AOKa3  Ha  KJiMHMiiKa nporpecMja Bo  MMHaTMTe 2  roAM"  M  KOM  HeMaJle
peJianc Bo M3MMHaTrme 8 HeAenM,  Pe6Mq) HeMa 3a6eiie>KMTeiieH eq)eKT Bpe nporpecMjaTa
Ha MHBaiiraHocT,  Ho 6pojoT Ha peiiancM e HaMaiieH 3a npM6i">Kiio 30%. floKOJiKy ce
noAeJ" nonynaL"jaTa Ha naLiMeH" Bo 2 noqrpy" (co M 6e3 peJlancM Bo ABeroAMLIJHMOT
nepMOA npeA 3anol+HyBatt>e Ha CTyAMjaTa),  Kaj naHMeH"Te 6e3 peJiancM HeMaJlo edyeRT Ha
MHBaj"flMTeTOT,  HO itaj  naHMeii"Te cO peJiancM,  npoLieHTOT cO nporpecwia Ha
MHBaJiraMTeTOT Ha KpajoT Ha cTyAMjaTa 6rm HaMaiieH oA 70% (rmaLie6o) Ha 57% (Pe6McP
22 MMKporpaMM  M 44 MMKporpaMM KOM6M"paHo).  OBMe pe3yJiTa" Ao6Me"  Bo no/]rpynaTa
Ha nauMeH" a posteriori Tpe6a BHMMaTenHO Aa ce MHTepnpeTMpaaT.

nDMMaDHO-nDorDecMBHa  MviiTMniia ciuneD03a

Pe6Mq) CeyLiJTe He e McnMTaH  Kaj  naLiMeH" co npMMapHo-nporpec
M  Kaj  HMB He Tpe6a Aa ce ynoTpe6yBa.

5.2         ®apMai{oKMHe"Liiou cBojcTBa

A6coDnunia
Kaj 34paBM Ao6poBo[iLiM  nocTie MHTpaBeHo3Ho a4MMHMCTPMpaLbe,
npojaByBa ocTap MyJiTM eKcnoHeHLiMjaiieH  naA,  Co CepyMCKM  KOHLieHTpaH
nponopLiMOHaJi"  Ha Ao3aTa.  Pe6McP AaBaH  noTKo}Kiio rmM  MHTpaMycKyJiHo co3AaBa
eKBMBaJieiiTiio KonMi]ecITBo  MHTepq)epoH 6eTa.

flMCTDM6vuMia



Ilo  noBTopyBa" noTi{o>Ki"  MHjeKL+MM  Ha Ao3M oA 22  M 44 mcg  Ha  Pe6McP MaLtcMMajiHMTe
I(oHHeHTpaHMM ce "nMilHo 3a6eJle}Ka" no 8 llaca,  Ho co roiieMa BapMja6MiiHocT.

EnMMi"ai"ia
no noBTopyBa" noTKo>KHii Ao3M Kaj 3ApaBM Ao6poBofi",  rliaBHMTe cpapMaKOKrmeTci{M
napaMeTPM (AUctau M Cmax) ce 3roJleMyBaJle npenouMOHaJIH0 Ha 3roJleMeHaTa A03a oA 22
mcg Ao 44 mcg.  rlpeLieHe"oT noiiy}KMBOT e 50-60 i]aca,  LljTo e Bo coriiaonocT co
aKyMynaLiMjaTa Koja e 3a6ene}KaHa npM noBekeKpaTHo 403Mpalee.

MeTa6oi"3aM

MHTepd)epoH 6eTa-1 a rHaBHo ce MeTa6o"3Mpa M  M3JlailyBa   npeKy xenapoT M 6y6pe3MTe.

5.3         npeTrmM"vl{M 6e36e[]HocHM no/]aTOL|M

He-Kni"MUKMTe noAaTOLiM  He yKaxyBaaT Ha onacHocT 3a iiyfeTo 6a3Mpa"  Ha
KOHBeHLiMOHaJiHMTe  CTyAMM  3a  dyapMaKOJiouKa  6e36eAHocT,  Tot(CMiiHocT npM  noBTopeHo

Ao3Mpaibe  M  reHOTOKCMilHocT.

Pe6Md) He e McnMTaH 3a  LtapLiMHoreHocT.

CTyfiMjaTa 3a eM6pMo/CpeTaJiHa TOKCMilHOCT I(aj MajMy" He AaJla AOKa3M 3a penpoAyRTMB"
HapyLLiyBatba.  rlpMjaBeH e 3roiieMeH  pM3Mit oA a6opTyc   Bo cTyAMM  M3Befie"  Ha xMBOT" co
Apy" and)a M 6eTa MHTep¢epo"..  HeMa AoCTan" MHcPopMaLiMM 3a eq)eK"Te Ha
MHTepq)epoH 6eTa-1 a Bp3 niioflHocTa Kaj  MaxM.

6.           ®APMALJEBTCKM CB0JCTBA

6.1           JIMCTa  Ha  ei{cL|MnMeHCM

MaHMToji
rlorioKcaMep 188
Jl-MeTMOHMH

BeH3Mn aJiKoxon
HaTPMyM  aLieTaT
OueTHa KMceJiMHa 3a noAecyBalbe Ha pH
HaTPMyM xM4por(cM/I 3a  no/]ecyBaH>e  Ha  pH
BOAa  3a  MHjeKLiMM

6.2         MHI{oMna"6MnMja

Heani"I{aTMBHo.

6.3        Poi{HaynoTpe6a

18  MeceLiM

6.4         HaLiMH  Ha vyBaibe

giv*:,-\::-:-`::`i7{..;;:`::.:.,...;`

fla ce ilyBa Bo cPpMXMAep (2 C - 8 C) noAaJleKy oA eJieMeHTOT 3a riaAerbe. fla He ce
3aMp3HyBa. fla ce iiyBa Bo opMri"aJiHOTo naKyBaH>e 3a Aa ce 3aLiJ"" oA cBeTJiMHa.



Co Hen 3a aM6yJiaHTHa ynoTpe6a,  naHMeHTOT Moxe Aa ro M3BaAM  Pe6Mq) oA cPPMXMflep M
Aa ro llyBa Ha TeMneparypa Ao 25 C caMo eAHau HajAOJiro Ao  14 AeHa.  Pe6Mq) noToa Mopa
4a ce vyBa Bo ¢pMXM4ep M Aa ce McitopMc" npe4 POKOT Ha ynoTpe6a.

6,5        npMpo4a M coApxMHa Ha nal{yBaibe

TMn  1  cTaKJieH  LiJnpMu   oA  1  ml co Mriia oA HepFocyBa" ileJiMK,  HanoJiHeT co 0,5 ml

PacTBOP.

Pe6McP 44 MMKporpaMM e  pe"cTPMpaH  Bo  naKyBatbe co 3 M  12  LiJnpMua.

6.6        CneuMjanHM npe4ynpeAyBaiba 3a oTCTpaHyBaibe M paryBarbe

PacTBopoT 3a  MHjeK"paibe Bo npeTxoAHo HanoiiHeTMOT LIJnpMu e roTOB 3a ynoTpe6a.  MCTO
TaKa  Moxe Aa ce aAMMHMCTPMpa co aAeKBaTeH  aBTOMHjeKToP.

CaMo 3a eAHoitpaTHa ynoTpe6a.  Moxe Aa ce ynoTpe6yBa caMo 6MCTap flo onaJiecueHTeH
pacTBop 6e3 napTMKyi"  M  6e3 BMAJiMBM 3HaLiM  Ha  pacnafarbe.

Ceitoj HeMCKopMCTeH  npoM3BOA MJ" oTnaAeH MaTepMjaJi Tpe6a Aa Ce oTCTpa" 80
coriiacHOcT cO iioKajiHaTa  peryjiaTMBa.

7.          HOcMTEli HA O|]OEPEHME 3A CTABALbE Bo npoMET

BApyc
yn.CKyr" 6p. 57
1000 CKonje
MaKe4o"ja

8.          Epoj HA O|]OEPEHME 3A CTABArbE Bo npoMET

rlaKyBatbe:  Pe6Mq] 44 x 3  HanoiiHe"  MHjeKLiMCKM  Li]npMua

PeueHMe 6p.11-8462/2 oA 16.05.2019

naKyBatbe:  Pe6Mq] 44 x  12  HanoiiHe"  MHjeKLiMCKM  LLinpMLia

PeueHMe 6p.11-8461/2 o/I  16.05.2019

9.          flATA HA npBo ofloEpyBAHDE/OEHOBA HA

04.05.1998 / 04.05.2003 / 26.11.2009/ 27.03.2014/ 16.05.2019

1o.        flATA HA nociiEflHA PEBM3MjA HATEKCTOT

AnpMn 2020


