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MmuoxectBenata ckiepoza (MC) e aBToMMyHHO 3a0oJjisiBaHe, C TEHETHUYHO
MpepasnoyioKeHNe, KOeTo B KoOMOMHAIMA ¢ (pakTOpu Ha OKOJHATA cpela JOBEeXKAa A0 Kackaaa oT
MMyHHM OTTOBOPM U HapylllaBaHE Ha KpbBHO-MO3b4yHaTa Oapuepa. B pesynrar HacTblBa
BB3MANUTENIHA JAeMUETMHU3ausl Ha OSJI0TO MO3bYHO BELIECTBO B I[EHTpajJHATa HEpPBHA CUCTEMa
(IIHC) ¢ yuactuero Ha T u B mumdonutute n makpodarute. Hapymasa ce mpoBexaaHETO Ha
umnyicure B [IHC, koeTo 1oBexaa KIMHUYHO 10 HEBPOJIOTHYECH JIC(UIIHT.

BosaectHocTTa mMoOKasBa reorpad)CKu M pacoBH pa3iiMyMs B CBOETO Pa3NpOCTPaHEHHUE IO
cera. [lo-decra e B ceBepHuTE reorpadcku 30HU U cpea Osmata paca. bosnectHocrra ipe3 2024 . B
bearapus e 121,2/100 000 Hacenenue, a 3adomsemoctra ¢ 4,2/100 000 Hacenenue. Te3u maHHM
nokassar, 4ye B bbarapus 6onexysat okosio 8900 nyim, a Bcsika roauHa ce pa3dosnssar HoBu 309.
CrpanaTa HM TOMajga B 30HAaTa C BUCOKA OOJECTHOCT, KAaKTO M ChcenHUTEe EBpomeiicku abpikaBu.
Cropen aHHU OT MOCIEAHUTE TOAUHH, OOJIECTHOCTTA B ChCEAHUTE CTPAHU U BHB BUCOKO-PUCKOBHUTE
cpenHoeBporneiicku 30HM HapactBa W HagmuuHaBa 100/100 000 nacenenue. HapactBaneTto Ha
OoslecTHOCTTa W 3a00JIIEMOCTTa € CBBP3aHO BEPOSATHO C IMO-700pata W paHHA IUATHOCTHKA W
HaMaJIeHaTa CMbPTHOCT.

3acsra npeguMHO MJaau Xopa, Hail-uecto Mexay 30 — 34 rogumna Bb3pact. Ot 3 - 10% ot
ciydyante ¢ MC 3anouBat B I€TCKO-IOHOIIECKA Bb3pacT. [Ipeapa3nonokeHneTo Ha JKEHCKUS 10T KbM
3a00JIIBAaHETO € JABOMHO MO-TOJIAMO. 3a00JISIBAHETO € XPOHUYHO, C MPOABIKUTEIHOCT Mexay 10 u
15 rogunu (cpenHo 13 r.) B 3aBUCUMOCT OT KIMHUYHATa (popma.

Knacugpuyupa ce ¢ 3 knunuunu gopmu cnopeo epemesus npoghun Ha 3a00ISIBaHETO
(mpunoxkenue 1). [Ipe3 2013 r. Mexnynapoanara MC ¢eHOTHUIIHA Ipyna HalpaBU PEBU3HSI HA TE3U
(dbopMU U pa3feny NalueHTUTE C aKTUBHO Bb3MaleHNe (IPUCTbIIN, HOBU WK akTUBHH Jie3un Ha MPT)
MOJIXOJISAIN 32 JIEYEHHE, OT Te3!U C MOCTENeHHAaTa U HEBb3BpaTUMa KIIMHUYHA [TPOTPECHS.

IIpucmvnno-pemumenmnama e Haii-uectara popma, npu 85% ot nauueHTure (0k0J10 7565
00J1HM 3a cTpaHaTa). XapaKTepusupa ce ¢ SICHU INPUCTBIM OT HEBPOJIOTMYHU CUMIITOMH, KOUTO
nmoka3Bar 0aBHO 0OpaTHO pa3BUTHE (IIBJIHO WJIM YAaCTHYHO) 3a HAKOJIKO cenMuuu. Creasamiure
MpUCTHIN (eK3alepOalrn) HACTHIIBAT MIPe3 HEMPABUIIHU UHTEPBAIN OT BpeMe. Mexay MpUCThIIUTE
He ce HaOmojaBa nmporpecus. B Ta3u ¢opma ce BKIIOYBAT CIlydyauTe C MPUCTBIM M KyMYyJIHPaHU
MOCJIEANIM OT MPUCTHIIUTE MOPAJN HEM'BIHO BH3CTAHOBSABAHE, HE3aBUCUMO OT TPYJHOCTTAa J1a Ce
paznuuat ot BTopuuHO-mporpecupamiata MC. Ilpu 62% ot Gomaute (okos0 5518 OGosnHmM 3a
CTPaHATA) ce yCTaHOBSIBA MHBAJIMAM3AIIMS, [T0-MaJIKa OT 5 1o ckajnara Ha Kurtzke.

IIpu emopuuno npoepecupawa ¢gopma ce HabMOAABa IOCTENEHHA AaKyMyJalus Ha
HEBB3BpPAaTUMa UHBAIHMIHOCT, C MJIM 0€3 OTJIEIHU MPUCTHITH, MAIKH pemucuu u miara. Cien 6 o 10
TOJMHH OT HavajoTo Ha 3abonsBaHeTo 70% oT OOJHUTE C MPUCTHITHO PEMUTEHTHA MPEMUHABAT BbB

BTOPUYHO Tmporpecupama ¢opma. [Ipu Havano B METCKO-IOHOIIECKATa BB3pacT MEPUOIBT 32
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JOCTUTaHE [0 BTOPHYHO-TIporpecupaiia (opma € Mmo-mpoAbDKUTENICH, HO MOpaau Mo-miajara
BB3pacT MpPHU HAYAJOTO Ha 3a00JSIBAHETO, MHBAIMAW3AIMATA HAacThmBa oOkoio 10 r. mo-paHo B
CpaBHEHHUE C Bb3PACTHUTE.

ITvpsuuno-npoepecupawa popma uma nipu mMaska gact (10%) ot 6osnnute (0k010 890 60,1HH
3a crpaHarta). Beska roauna ce pasbosnsiBar HOBH okono 31 aymm. Ilpu Hes cumnromute u
Ae(UIUTHT Ce BJIOIIABAT MOCTOSTHHO M OaBHO OT HAYaJIOTO, O€3 SICHO OTIPAaHMYUMH MPUCTHIU WU
pPEeMHCHU HE3aBHCUMO, Y€ MOTAT J1a ce HaOJIro/1aBaT 1jiata 1 BpEMEHHH MUHUMAIIHU 11o100penus. Ts
€ CBbP3aHa C M0-PaHHO PAa3BUTHE HA TE€KKA MHBAJMIHOCT B CPABHEHUE C IPUCTHIIHO-PEMUTEHTHATA
dopma, mo-manko sne3un Ha MPT u npeobnagaBaHe Ha JAeTeHEPATUBHUTE MpEJ Bb3MAIUTEITHHUTE
IIPOMEHU. YCTaHOBEHU Ca U MMYHOI'€HETUYHU pa3jInuus, Hail-Beue npeobinanaBane Ha HLA-DR4
MTO3UTUBHU MallMEHTH CIPSAMO IpyIiarta ¢ IPUCTHIIHO-PEMUTEHTHA opMa.

[logpaznens ce cnopea cmenenma u cKOpocmma Ha pazeumue HA HeEBPOI0ZUYHUA
deguyum Ha 1OOpOKaUECTBEHA U 3JI0KaYyecTBeHa popma.

Hobpoxauecmeenama gpopma ce MACHTUPUIMPA PETPOCIIEKTUBHO, KOTAaTO 15 roguHm ciex
HA4yaJoTO Ha 3a00JIIBAaHETO, YECTOTaTa M TEXKECTTa Ha IMPHUCTBIIUTE, KAKTO U IMPOrpEeCHpaIlUsiT
HEBPOJIOTHYEH AePUINT, ca SBHO MO-cIab0 M3pa3eHH, B CPABHEHHE C TE3H IMPHU IPYTHTE TPYIH.
WNuBanuauszanusara € cinaba ¥ MO3BOJsABA Ha MAllMEHTa Ja OCTaHE OTHOCHTENHO (DYyHKIIMOHAIHO
neiHoIeHeH. He ce B3ema o0ade 1moJ BHUMaHUE MHBAIMIM3ALMATA, IbJDKAIIA C€ HA KOTHUTUBHU
HapylLleHMs, yMOpa, JelpecHs, Ta30BO-pe3epBoapHU mpobiemu. IlpuHamyiexHOCTTa KbM
noOpokauecTBeHaTa ¢popMa Ha IpPOTHYaHE € OTHOCHUTENHA U ThPIM MpOMsHa BbB BpemeTo. [lecer
TOAMHU cJie]l TUarHoCTUIMpaHeTo 1/3 oT manueHTuTe UMaT OEHUTHEHO MTPOTHYaHe Ha 3a00IsIBAHETO,
a cien 20 roaguuu — camo 1/5.

3noxkauecmseena MC ce HaMupa MPU MAJIKO MALIMEHTH, IPU KOUTO 3a00JIIBAHETO CE pa3BUBa
OBp30 ¢ YecTH NMPUCTHIIM U HENpeKbCHaTa Mporpecusi Ha MHBaduaHOcTTa. [lanmentute Obp30 (3a
MeCelr WM HAKOJIKO FOJJMHN) Pa3BUBAT TEXBbK HEBPOJIOTHYUEH E(UIIHT.

Bucoxoaxmuena MC ce nedvHnpa Karto:

e >) KJIMHWYHHU IIPUCTHIIA B PAMKUTE Ha | ronnHa nim
e | mpuctsn u 3Haunma MPT nporpecus B pamkure Ha 1 roguHa nim
e J[aHHM 3a aKTUBHOCT U IIporpecus B KoHTposHara MPT

KinHMYHOTO mpoTHYaHe ce XapakTepus3upa ¢ IPBCHATHU IPEXOJHU WIH MpOrpecupaiu
HEBPOJIOTUYHH CUMIITOMU (TUPAMUTHU, KOOPIUHAIIMOHHHU, CETUBHH, TA30BO-PE3EPBOAPHU U JIP.).

3a0oiBaHETO HaAN-4ecTO 3aroy4Ba ChC 3PUTEIHU WM ouyeABUTaTedHu cumntomMu (49%),
CJie/IBaHM OT Mape3u Ha KpalHuuuTe uin napecre3nu (42%), koopauHauonsu (23%) wim Ta3oBo-

pesepBoapuu (10%) napymenus. CHMITOMHTE MOTAT J1a C€ TOSBAT U30JIMPAHO WM B KOMOMHALIUS
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(30 mo 50% ot mauuentute). [lo-psako (5%) MbpBOHAYATHH CUMIITOMH Ca BEPTUTO, TPUTEMHUHAIIHA
HEBpAJITHUsl, TAPOKCU3MAITHU CUMITTOMH, €KCTPAITMPAMHU/IHU IBUTATCITHU HAPYIIICHHSI WA TU3APTPHSL.
B xo1a Ha 3a60s1BaHETO MTPY BCUYKU MAIMEHTH CE PAa3BUBAT 3PUTEITHH WIIM OYCIBUTATCITHU
CUMITOMH, Tape3u Ha KpalHunute unu napectesun (88%), xoopauuamumonnu (82%), Ta3oBo-
pe3epBoapuu (63%) niau korHuTUBHY (40%) HapylIeHHUS.
IpucTBOBT Ce MUAarHOCTUITMPA YPE3 ONpeIeTeH! Kputepun. TpsOBa 1a ce pasrpaHuydd OT
MICEBJONPUCTHIBT (MIEPUOJI Ha BIOIMIABAHE), MPEAU3BUKAH OT HHTEPKYPECHTHU 3a00JIIBaHUSA,
MTOBUIIIABAHE HA TEJIECHATA TeMIIepaTypa Win HHMEKIHs. 3a UHTEpBaJl MEXAY IPUCTHIIUTE CE pHeMa

BpCMECTO OT HAYAJIOTO Ha €AWH ITPUCTHII O HAYAJIOTO Ha CJICABAIIl IIPHUCTBDBII.

Kpurepunte 3a HaCTbIIBAHE HA HOB NPHUCTHII HA 3200/I9BAHETO €a:
e [losiBa HAa HOB HEBPOJOTUYEH CUMIITOM
e [losiBa OTHOBO Ha CTap CUMIITOM
¢ Biomasane Ha chiecTByBail cumnToM ¢ > 0,5 o ckanara Ha Kurtzke
e [IpoxwmkuTenHocT noseye ot 24 yaca
e OTCchCTBHUE HA MOBUIIICHA TEJIECHA TEMIIEPATypa U MHTEPKYPEHTHH 3200 IsIBAHUS

e Ilpenxosxmamny nepuoj Ha CTAOMITHOCT WK 1oo0peHue, Hail-manko 30 nHu

Jluarno3ara ce moctaBsi upe3 peguzupanume om Montalban u cemp. npes 2024 200una
kpumepuu na McDonald (npunoxxenue 2). B Tix 3a goka3Bane Ha nucemuHanus Ha MPT nesuure
BbB BPEMETO M IPOCTPAHCTBOTO, C€ M3MOJI3BAaT YTBBPIAEHH OT EBpomnelickaTa MHOIOLIEHTPOBa
u3cieaoBareicka Mpexa 3a chTpyaHuuecTBO npu npoyuBaHe Ha MPT mpu MC (MAGNIMS)
KpuTepuu (mpuioxxenue 3).

BbBexna ce ynuduimpan nojaxoja 3a IMarHoCTUKa Ha MHOXKECTBEHA CKJiepo3a, Oa3upaH Ha
JI0OKa3BaHE Ha JUCEMMHALMS Ha JIE3UUTE B MPOCTPAHCTBOTO, KaTO POJIATa HA JAMCEMUHAIUATA BbB
BpeMeTo € MoauduIpana.

3a noka3BaHe Ha auceMUHanusi B nmpoctpancTBoTo (DIS) ce u3monsBar yTBBbpIAEHHUTE
obpazuu kputepun (IIpunoxenue 3), karo OposAT Ha aHATOMUYHHUTE 30HM € pa3mupeH. Kem
KJIACUYECKUTE YeTHpH 00JacTu (MEepUBEHTPHUKYJIHA, KOPOBA/IOKCTAaKOPOBa, MH(pAaTeHTOpHUATIHA U
CIIMHAJIHA) C€ 000a6si ONMUYHUAM Hep8 Kamo nema anamomuuyua obnacm. JluceMuHanus B
MIPOCTPAHCTBOTO € HaJMIIE NMPU HAJIMYMe HAa TUIIMYHM JIE3UU B MOHE JIBE OT Te€3W MeT obyiacTu. 3a
pasnaukKa OT NPEIXOAHMTE KPUTEPUH, 3a JOKa3BaHE Ha 3acAraHe Ha ONTHYHMS HEPB Morar Ja ce
usnon3sar He camo MPT, Ho u ontuuna koxepeHTHa ToMorpadus (OCT) u 3puTeHN €BOKUpaHU

noteHimanu (3EIT).
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B peBusupanute kputepuu oT 2024 1. € 0Tpa3eHo, 4e €Ha WK TOBEYE KbCOCETMEHTHHU JIE3UU
B 3pUTEIHMS HEpB, uaeHTHGuuupanu upe3 MPT, 3a kouto HsAMa 1mo-100po obsicHenue (Hamp. 0e3
M3pa3eHO 3acsiraHe Ha Xuas3Mmara, IEPUHEBPUT Ha 3PUTEIIHUS HEPB WM ABITOCETMEHTHA JIE3Ms),
MoraT Ja JIeMOHCTpUpPAT 3acsiraHe Ha 3pUTEIHHS HEpB, KOETO JOKa3Ba JMCEMHUHAlUd B
npoctpanctBoTo (DIS).

PasmmpsiBa ce possita Ha 00pa3HUTE OMOMapKepH, KOUTO MOTaT Ja MOBUILAT CIICU(PUIHOCTTA
Ha auarHosata. Cpen TAX ce BKIIIOYBAT XapakrepHu Haxonku mpu MPT, kato central vein sign u
paramagnetic rim lesions, KOMTO ca TUIIMYHU 3a JEMHEIUHU3UPAIIM JIE3UM IPU MHOXKECTBEHA
CKJIEpO3a.

[Tpu onpenensHeTO HA AUCEMHUHALIUATA B IPOCTPAHCTBOTO HE € HEOOXOMMO JIE3UHTE JIa ca
ycuniern ¢ gadolinium. YcuiBaHeTo ¢ KOHTPACT OCTaBa IMMOKA3aTell 32 aKTUBHOCT Ha MPoIieca U MOXe
Jla TOTIpHHECE 3a JI0Ka3BaHE HA JUCEMUHAIMs BbB BPEMETO, HO Be4e HsAMA 3aJbJDKUTENIHA pOJis B
JMAarHOCTUYHUS aJITOPUTHM.

Jloka3BaHeTo Ha AuceMuHauus BbB BpeMeTo (DIT) ocraBa Bb3MOXKHO Upe3 KJIACUYECKUTE
KpUTEPUU — HAJIM4YME HAa €JHOBPEMEHHO KOHTPACTHPAIIX U HEKOHTPACTUPALIH JIE3UU WU 1105Ba Ha
HOBM JIE3UU TIPU MpPOCIIEAsBAHE — HO BeYe HE € 3aJbJDKUTENHO 3a IOCTaBSHE Ha JuarHosara.
Jluarmozata Moke Ja ObJie IMOCTaBeHa NpPU HAJMYME HA JUCEMMHAIUS B MPOCTPAHCTBOTO U
JOITBIHUTETHY MApaKIMHUYHU J0Ka3aTeJICTBA, KaTO CEeU(UIHO JIUKBOPHO U3CIIEBAHE.

Paswupsasa ce ponama na nuxkeopnume Ouomapkepu B JUarHOCTUYHUS IIPOIIEC.
ONUroKJIOHAJIHUAT JMKBOP € CbC CTOMHOCTTA Ha JOKA3aTeJCTBO 3a JWCEMUHALUS BbB BPEMETO.
OcBen onurokioHanHute [gG uBUIM, KaToO AMAarHOCTHYEH MapKep MoraT Ja c€ W3ION3BaT U K-
c60000nu nexku eepucu (kappa free light chains), KOUTO TpuU OINpEACIICHU YCIOBUS MoraT 1a
MOJNIOMOTHAT JIOKa3BaHETO Ha JIMCEMHUHAlUs BbB BpeMeTo. [Ipu manueHT ¢ TUNWYEeH KIMHUYHO-
U30JIMpaH CUHAPOM, CBOTBETCTBME Ha KiuHW4YHHATE Miau MPT kpurepuum 3a nuceMuHUpaHe B
MPOCTPAHCTBOTO U Jumca Ha mo-1o6po or MC o0scHeHHe 3a HEBPOJIOTHYHATA CHUMIITOMATHKA,
HaJIMYMETO Ha XapaKTepHH 3a 3a00JIs1BaHETO JUKBOPHU OMoMapKepu (IIpH OTCHCTBUE HA HETUITUYHU
3a MC nTUKBOpHH HaXOJKH) MIO3BOJIsIBAa IOCTABSIHETO HA Auarno3ara MC.

3a JoKa3BaHE Ha JUCEMHUHAIMs Ha AeMuenuHusupamus npouec npu MC BBB BpeMeTo u
IIPOCTPAHCTBOTO MOTAT J1a C€ U3I0JI3BAT KAKTO ACUMIITOMHH, TaKa U CUMITOMHHU JIE3UH.

[Tpu HanMyMe Ha TUMMMYHU KJIMHUYHU U 00pa3HU HaXOJIKH IMarHo3aTa MHOKECTBEHA CKIIEpo3a
MoOke Ja ObJie MOCTaBeHa I0-paHo, BKIIOYUTETHO B HSIKOU ciaydyau 0e3 KJIacHuecKo JI0Ka3BaHE Ha
JMCEeMUHAIM BB BPEMETO, KOTaTo ca HaJIMIE JOCTAaThYHO XapaKTepHU oOpasHH M OMOMapKepHU

JaHHU U HAMA HO-[[O6pO AJITCPHATHBHO o0sIcCHEHHE 3a KIIMHUYHATA KapTHUHaA.
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B noBute xputepum McDonald ot 2024 1. B TabnuyeH BUJ ca NPEICTABEHH, YIOOHH 3a
[IPAKTUKYBALUTE HEBPOJIO3M QJITOPUTMHM 32 KIMHUYHO IIOBEACHUE IPU DPA3IMYHU CLEHApUH,
CBBbpP3aHU C AUArHOCTUIIMPAHE Ha MHOXKECTBEHATA CKJepo3a (rpuioxenus 9 u 10).

[TpaBuiiata 3a u30sreane Ha morpeiHa auarHo3a MC, oTpa3eHu B IPEIXOJHUSI KOHCEHCYC
octaBaT B cuia. Kpurepuute 3a McDonald He ca paspaborenu, 3a aa pasrpannyar MC ot apyru
CBCTOSIHUS, a J]a WACHTU(PHUIMPAT Bb3MOXKHO Hal-paHo MC wim ronsima BepositHOCT 3a MC npu
MAIMEeHTH C TUITMYEH KIMHUYHO-U30JIMPaH CHHIPOM, CIIeN KaTo APYTH JUArHO3M ca OMIIM CYETEHH 3a
MAaJIKO BEPOSITHH, T.€. KPUTEPUUTE HAMAT AU(epeHIINaIHO-TMarHOCTUYHO MIPUIIOKEHHE.

WuTterpupanetro Y aHaJIM3UPaHETO Ha  aHaMHe3aTa, KIMHUYHOTO  HW3CIE/IBaHE,
HEBpoM300pa3siBamiara HaxolKa M JIADOPAaTOPHHUTE JIOKA3aTeJCTBa OT HEBPOJIOT EKCIEepPT B
nuarHoctukara Ha MC ocraBa OCHOBEH (PakTop 3a TOYHaTa JAMArHo3a WJIM HPUEMAaHETO Ha
aNTepHaTUBHA TaKaBa.

[Tpu nuncaTa Ha SCEH TUMWYECH KIMHUYHO-U30JIMPAH CHHAPOM TpsOBa Jla ce BHUMAaBa Ipu
muarHoctuimpanero Ha MC. /lnarnosara TpsOBa Aa ce MOTBBPIH Ype3 MO-HATATHITHO KIMHHUYHO U
MPT mnpocnenssane. B TakuBa ciiydam HEBpOJOTBT €KCIIEpPT TpsiOBa ja OOMHUCIH OTIaraHe Ha
IOBITOCPOYHH TEparuu 3a MOAMQUKAIUS Ha 3a00JIBaHETO, B OYAKBAHE Ha MO-TPOIBJDKUTEIIHO
IIPOCIENABAHE 32 HATPYIIBaHE HA JOIIBIIHUTEIHH JJOKA3aTeJICTBA B MIOAKPENA Ha IMarHo3ara.

TpsibBa a ce BHMMaBa ¢ IPUEMaHETO HAa aHAMHECTHUYHO chOuTHe 3a npuctbn Ha MC npu
OTCBCTBME Ha TMOTBbPXKJABAIlM IO AaKTyadHM OOEKTUBHU JlOKa3aTejicTBa  (KJIMHUYHH,
HEBPOM300pa3sIBaIM, TUKBOPOIOTUYHH).

[TparsT Ha KIMHULIKCTA 32 JONBJIHUTENHN u3caenBanus (MPT Ha nenust rppOHaYeH MO3BK U
JMKBOPHO M3Cle/IBaHe) TPsiOBa Ja ObJie HUCHK, KOraTo MOAKPEISIIIUTE IMarHo3ara CUMIITOMAaTHKa U
pe3ynTarsT oT MPT Ha m1aBHUSA MO3bK Ca HE3a10BOJIUTEITHH.

Crnopen HoBuTe Kputepun Ha McDonald ot 2024 r. kputepuuTte 3a AHArHOCTULUPAHE Ha
I'BPBUYHO-TIPOrpecUpaliiaTa 1 NpUCcThIIHO-peMuTHpainara popma Ha MC ca yauduuupanu, Tl KaTo
Ce CYMTa, Y€ MHOXXECTBEHATa CKJIepo3a C MPOTPEcCHpaIlo Hayalo U Ta3u C MPUCTHIIHO HAyayio
CHOJENST CXOJHU MEXaHU3MHU Ha 3a00JIIBaHETO. 3a TUarHOCTUIMPAHE HA MPUCTHITHO-PEMUTHpAILA
U ITbPBUYHO-TIPOTpEcHpalla MHOKECTBEHa CKjepo3a TpsOBa Ja ce H3MOoJ3BaT €IHW M ChIIU
JMAarHOCTHUYHU KPUTEPUHU. 3a TUArHOCTUIMpaHe Ha MbpBUYHO-Tporpecupaiiara MC e Heo6xo1umMo
Jla ©Ma JONBJIHUTENIHA JaHHU 3a KIMHUYHA MPOTpecHsi, MpoabJhKaBalla Hal-Malnko 12 mecena.
Hanuumero Ha nBe wiam moBede Je3uM B TPHOHAUHUS MO3BK € JoKkazaTesnctBo 3a DIS mpwm
JMarHOCTULIMPAHETO Ha TbPBUYHO-IIPOrPECUpalia MHOXKECTBEHA CKIIEPO3a (BUXK MPUIIOKEHHE §).

W3non3Bar ce AMAarHOCTUYHUTE KaTeropuu ‘‘MHOXKECTBEHAa CKJepo3a”, ‘“‘Bb3MOXKHA
MHO’KECTBEHA CKJIEp03a” U “‘HE € MHOYKECTBEHA CKJIepo3a”. B ciyuaid, ye KIMHUYHUTE KPUTEPHUH Ca

U30sJI0 HM3IIBbJIHCHHU W HsiIMa HO-,Z[O6pO 00sICHEHHE 3a KJIMHHMYHATA CHMIITOMATHKa CE€ IOCTaBs
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JMarHo3aTta MHOYKECTBEHa CKJIepo3a. AKO Ca 4YaCTHYHO H3IIBJIHEHM, JUMarHo3ara € Bb3MOXKHA
MHOXECTBEHA CKJIepo3a. AKO KpUTEPUHUTE HE MOTAaT Ja ObJaT JOPH YaCTUYHO M3ITBIHEHU WU 110
BpeMe Ha OIEHKaTa Ha CBhCTOSHUETO BB3HUKHE Jpyra IHarHo3a, KOSTO MO-7o0pe oO0sicHsBa
KJIMHUYHATa CUMIITOMATHKA, IMarH03aTa ce OTXBBPJIS.

Knunuunara auarsosa, 0a3upaHa Ha 0OEKTHBHA KIMHUYHA HaXO0JIKa 3a 2 MPUCTHIIA Ce CUMTA
3a CUTYpHa, HO BbIIpeKd ToBa MPT Ha riiaBeH Mo3bK TpsiOBa Aa Ob/1e HallpaBeH HAa BCUYKH NAllUEHTH,
pu KOUTO ce oOMucis auarnozata MC, 0CBEH aKo M3CIEIBAHETO € HEOCHIIECTBUMO 0 HIKAKBH
OPUYMHU. AHAaMHECTUYHHMTE JAHHM 3a 1 MpeMHHan HOPUCTBI, MPH JMICA HAa OOEKTHBHO
JOKyMEHTHpaHa HEBPOJOTMYHA HAxOJKa, MoraT Ja BKJIIOYBAT JaHHM 3a CUMIITOMH M TSAXHAaTa
€BOJIIOIMS, KOUTO Ca XapaKTEePHU 3a TMPEeKapaH BB3MAIMTENCH AeMHueTnHu3upanl enu3on. [lone 1
NPUCTHIT 00aue TpsaOBa Aa Obae MoAKpereH ¢ 00EKTUBHA HEBPOJIOTHYHA Haxoaka. CUTrypHa AUarHo3a
MHOYKECTBEHA CKJIEpO3a MOXeE Jla Ce€ IOCTaBH, aKO IMOHE €JUH MPUCTBII € NOTBBPJACH OT JaHHU OT
HEBPOJIOTUYHOTO H3CJIEe/IBaHE, 3PUTEIHM €BOKHUPAHM IMOTEHUMAIW (OpU MAlUEeHTH C JaHHMU 3a
sputenan Hapymenus) Wi MPT nanam 3a nmemuenmam3arus B oomact Ha [[HC, 3a kosTo nMma
aHAMHECTHYHH JJAaHHU, Y€ € OmJia 3acerHara CbC CbOTBETHUTE HEBPOJIOTMYHH CUMIITOMH.

IIpn nanuenTH Ha BB3pacT HAA 50 rOAMHM WIH CbC CbIBTCTBAIIM 3200/IABAHMSA, B
HoBHTe KpuTepun Ha McDonald ot 2024 ce oOpbiua cnennanHo BHUMaHue. [To-kbcHaTa Bb3pacT Ha
MosiBaTa Ha CUMITOMHUTE M CHIIBTCTBAIINTE 3a00JSBaHMS, CBHP3aHH C KIMHUYHA HIM OOpa3HU
CHMIITOMH, KOWUTO C€ TPUIMOKPWUBAT C TE3M TPH MHOXKECTBEHA CKJIEpO3a, MOBHIIABAT PHUCKA OT
norpeniHa nuarso3a. MPT HaxoakuTe, BoJelu A0 MOTpelIHa AMAarHO3a MHOKECTBEHa CKIIEpO3a,
BKJIIOYBAT: CBIOBU IMPOMEHH B OAJOTO BellecTBO (Hamp. 3a00jisiBaHE Ha MaJIKUTE CbJOBE);
HEBPOBACKYJIapHU OOJIKOBH CUHIPOMH (HAIIP. MUTPEHA); U IPYTH Bh3MAIUTETHU 3a00J1BaHu (HaIIp.
6onectra Ha Behcet). [lepuBenTpuKyIHNUTE J1€3UH B Ta3U B3pacTOBa IpyIa Beye He ca crienuGuyHu
3a MC u morar J1a ce HaOyroJaBaT Ipy pa3IMyHU CbCTOSHHS, BKIIOUUTETHO UCXEMHs HAa MAJIKUTE
ChJIOBE, MUTpEHa, UH(EeKINU 1 MeTaboiuTHU HapyuleHus. [loBuiiaBaHeTo Ha mpara J0 TPU WIH
MoBeYe TIEPUBEHTPHUKYITHH JIE3UU TIOMara Jia ce pasrpaHnyar IMalueHTUTe C MHO)KECTBEHA CKIIepo3a
OT T€3W C MUTPEHA, HO HE MOXKEe J]a pa3rpaHNYy MHOXKECTBEHATa CKIIepo3a OT MIPOMEHH, CBBP3aHH C
BB3pacTTa, U HE MOJ00psBa YYBCTBUTEIHOCTTA M CNIEUU(UYHOCTTA TPU MO-BB3PACTHU MAIMEHTH.
OcBeH TOBa, KOPOBHUTE MM IOKCTAKOPOBUTE W TEPUBEHTPUKYJIHHTE OOJIACTH Ca 3acerHatu
€ITHOBPEMEHHO TIPH JI0 €JHAa TPETa OT XOpaTa C MUTPEHA, TIOPaIu KOETO OCTaBa YaCTHUEH PHUCKA OT
norpenraa auaraosa. [1o chinus HAYMH WHPPATSHTOPUATHH JIE3UH MOTAT Jla BE3HUKHAT BTOPHYHO
BCJIEJICTBHE HA ChJJOBU HAPYIIECHUS M B3MAJIUTEIHHU ChCTOSHUS, KOUTO ca paznuyau oT MC. Jle3un
Ha TPHOHAYHUS MO3bK OOMKHOBEHO HE CE CpEIIaT MPH MAlUEHTH C epedpoBacKyIapHO 3a00JsBaHEe
1 TpsIOBa J1a Ce THPCAT IeJIeHacoueHo 3a Aoka3zBaHe Ha MC npu Ta3u rpymna nmaueHT. B 3aximouenne

MPU TAIMEHTH Ha BB3pacT Hana 50 TOMWHM WK ChC CHITBTCTBAIIM 3a00JISIBaHUS, JOMBIHUTCITHHA
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HAXOJKH, KaTO OJIMTOKJIOHAIHY UBULIM TIpH enekTpodopesa Ha aukBop uin kFLC, eqna unu noseue
cnuHaTHU Je3ud 1 MUHIMYM 6 CV'S monoxutennu nesun B MPT momoOpsiBaT 10CcTOBEpHOCTTA Ha
nuaraosara MC.

MHo:xecTBeHAaTa CKJIep03a MPH Jiella U Bb3pacTHU criope HOBUTe kputepuu Ha McDonald
ot 2024 r. moxe Aa ObJe AUMarHOCTUIIMPAaHA Bb3 OCHOBA HA €IHU U CHIIM IUATHOCTUYHU KPUTEPHH.
[Ipy mamWeHTH C KIMHUYHA KapTUHA Ha OCTBp AuceMHHHMpaH eHiedamomuenut (ADEM) e
HE00XO0IMMO J1a ce Hab0AaBa BTOPU KIMHUYEH MPUCTHII, ChOTBETCTBAI] HA THIIUYHUTE MIPUCTHIIN
P MHOKECTBEHA CKJIepO3a, WJIM HOBH T2-7€3uM B TUINHMYHUTE 32 MHOKECTBEHATa CKJIEpO3a
aHATOMUYHM JIOKAJIU3alH, HACThIWIK clie oBeye oT 90 nuu oT Havanoto Ha ADEM, korato e
Morar Ja ObJaT NPWJIOKEHU JTUAarHOCTUYHUTE KPUTEPUM 32 MHOXKECTBEHa ckiieposa. llpu nena u
roHoIM (Ha BB3pacT noa 18 rogunn) Hamuuuero Ha CVS B nmoseue ot 50% ot T2 nesunte cuiiHo
MOJIKpeIsl TuarHo3ara MHOKECTBEHa CKiieposa. M3crneaBaHeTo 3a MHEIWHOB OJIMTOJCHAPOLUTEH
rnukornporend (MOG)-IgG upe3 kieTbueH TecT ce MpernopbyBa CUIIHO MPH Jiella Ha Bb3pacT mox 12
TOJMHYU C MHUUJEHTEH enu3oi Ha aemuenuHuzauus Ha [{THC. ITpu nuna Ha BB3pact 12 roguHu u
[IOBEYE C MHLIUJIEHTHO JIEMUEIIMHU3UPAIIo chOouTHE ce npenopbuBa TecT 3a MOG-1gG upes knerpueH
aHaJIu3 MPH MPOSIBH ChC CUMIITOMH, KOUTO HE ca Creu(UIHH 32 MHOXKECTBEHA CKJIep03a HIIK KOUTO
HE HacoyBaT KbM 3a00JsBaHe, CBBP3aHO C AaHTUTENA CPELly MHUEINH-OJIUI0JIeHAPOLUTEH
TJINKOIIPOTEUH.

C HacTosUIMTEe KPUTEPUU JAMArHO3aTa ce€ MOCTaBsl B IOBEYETO Clyyau OLIE MpH osiBaTa Ha
OBbPBU KJIMHUYHU OIUIakBaHWsA. Ha mnpakTuka HamansBa Opos Ha MAIMEHTUTE, KOHMTO Ce
KaTEeropu3nupaT KaTo KJIMHUYHO U30JUPAH CUHAPOM.

Kannuyno mzommpanusar cunapom (CIS) e enmson, ¢ KOHTO MHOXKECTBEHaTa CKJIepo3a
ne0rTHpa, HO MPHU KOMTO BCE OIlIe HAMA JaHHHU 3a Pa3sIpbCHATOCT BbB BPEMETO, TOPAIU KOETO HE ca
U3IIBJIHEHU KPUTEPUUTE 3a NIOCTAaBsSIHE HA AMarHo3ara. CHHIPOMBT € M0-OTYETIUB, aKO CUMIITOMUTE
ca OT TpuTe 00JIaCTH Ha IIEHTpaJIHaTa HEPBHA CUCTEMa, OT KOUTO Hail-uecTo 3amoyBa 3a00JIIBaHETO
— 3pUTENIHUS HEPB, CTBOJIA U rpbOHAUHNs MO3bK. Criopesl peBU3MATa Ha AUATHOCTUYHUTE KPUTEPUH
ot 2024 r nuarno3ata CIS moxe na ce nmoctaBu upe3 MPT u npu ycraHoBsiBaHE Ha CHEHU(PUYHU
OuomapkepH B JIMKBOpA.

PaauosiornyHo wW30JMpaH CHHAPOM IIpelcTaBisiBa Hanuuuero Ha MPT anomanuwu,
MOJIO3PUTENIHU 332 MHOKECTBEHA CKJIepo3a, 0€3 KIMHUYHUA CUMITOMU. Bce mo-dectoTo usnons3BaHe
Ha MPT B exengHeBHaTa MpakTWKa JOBEAE 10 WHIMJICHTHO OTKpPHUBaHE Ha HecrnenupuyHu 1>
aHOMaJIMM, KOUTO ce 00O3HAayaBaT KaTo ,,HeHMJISHTH(QUUUpaHU cBeTiM oOekTu”. Hsxou oT Te3m
IIPOMEHU Ca MHOIO IOJO3PUTENIHM 32 MHOXECTBEHA CKJIEpO3a MOpaaM TAXHATa JIOKAIU3aLusl
(mepuBEHTPHUKYIIHO, corpus callosum) u mopdosorust (OBoUIHU, 100pe OTTPAHUYCHH, XOMOTCHHH ).

Te3u mamueHTH ca ¢ MOBUIIEH PUCK OT 3aabibodaBane Ha MPT mpomenuTe mpe3 cienpammure 3
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TOJIMHU U Pa3BUTHE HA KIIMHUYHO M30JUpaH cuHIpoM cien 5 rogunu. IIpu 80% ot Tsax ce pa3BuBa
MHOXecTBeHa ckieposa. IIpu pesususata or 2024 r. Ha xpurtepuute McDonald pagmonoruyso
M30JIMPAHUAT CHHJPOM CE€ pasriiekia KaTo 4acT OT CIEKThpa Ha PaHHUTE JAEMHUEIUHU3UpAIU
CHCTOSIHUS C MTOBUIIICH PHUCK 32 PAa3BUTHE HA MHOXKECTBEHA CKJIEPO3a, KaTo ce Mo JuepTaBa poJisita Ha
MPT u nukBopHHTE GMOMapKepH 3a OllEHKa Ha PUCKa U IIPOCIIesiBaHe Ha MMallUeHTHUTE.
[IpoyuBanusita nokazpar, 4e 51,2% OT manueHTUTE C PAJUOJIOTHYHO H30JUPAH CHUHAPOM
pa3BuBar KiauHM4HUM cumnromu Ha MC B pamkure Ha 10-rogumieH nepuoa Ha IMpocieasiBaHe.
PuckoButre (aktopu 3a pa3BUTHE Ha CUMITOMH Ha MHOKECTBEHA CKJIEpO3a IMPH PaTUOIOTUYHO
W30JIMPaH CHHJIPOM Ca CXOJHHU C Te3H, HAOII0AaBaHu MPU KOXOPTU C KIMHUYHO U30JIUPaH CHHAPOM,
M BKIIOYBAT MO-MiIaga BB3pacT (<37 roauHu), WHQPATCHTOPUAIHU WM CIHHAIHUA JIE3HH,
KOHTpACTUpAILU CE JIE3UH, OJINTOKJIIOHAJIHY UBULIM B JIMKBOpa nin npomenu B 3EII, cboTBeTcTBaIIM
Ha nemuenuHuzauus. [lopagu ToBa MAGNIMS rpynara pemasa, 4e paauoJIOTMUYHO U30JIUPAHUST
CHUHApPOM TpsiOBa Aa ObJ€ BKIIOYEH B JUArHOCTUYHHUTE KPUTEPHHM 3a MHOXKECTBEHa CKJIEpO3a.
Pesynrarure ot Apyru npoy4dBaHus OKa3BaT, 4e MpU paJuoJOrHIHO U30JIMpaHus CHHIpOM 10 75%
ot nesunte umatr CVS, karo cpeanara npomnopuus Ha CVS Ha ciyuair e 87%. Ilo-romsimara
nponopuus Ha CV'S ne3un CbOTBETCTBA HA NTO-BUCOK PUCK OT Pa3BUTHE HA MHOXKECTBEHA CKJIEPO3a,
a oko0J10 95% oT Xopara ¢ paguoJOTHYHO U30JUPaH CUHAPOM OTTOBApsT Ha KPUTEPHS 3a LIECT WIN
noBede CVS-nonoxutenHu Je3ud B OsUI0TO BemiecTBo. Taka ce crura A0 (GopMyJupaHHs B
NPWIOKEHHE 9 JUarHOCTHYEH aJrOpUTBM 3a pPAJUOJIOTUYHO H30JMPAH CHHIPOM M ApYyTHU
Hecneunpuunu 3a MC nposisu. Ciopen MAGNIMS otpaseHute B TO3U aIrOpUTbM KPUTEPUU BaxKat
¥ 3a ManueHTu ¢ Hecnenuduyuau 3a MC cuMITOMH, KaTo MapOKCU3MaIHU ChbCTOSHU S, EMHJICITUYHN
NpUNaIbIM WIA JIPYTd HECHeUM(PUUHU HEBPOJOTMYHHM CHMIITOMHM, KOMTO HE Morar jna Objaar
onpexaeneHu karo npuctbn Ha MC. Crnopea Te3u KpUTEpUU IPH HAUEHTH C PaJUOJIOTMYHO
n3onupad cunapoM Hanuuvero Ha DIS m DIT e pocrarpyHO 3a mocTaBsHE Ha JuarHos3ara
MHO’KECTBEHA cKyiepo3a. ChII0 TaKa MpH MALUEHTH C PAJIUOJIOTUYHO U30JIMPAH CUHAPOM, IIPU KOUTO
ca Hamuie DIS m onWroxksjaoHasHM WUBHIM B eleKTpodope3a Ha JIMKBOpPA, TOBA € JOCTAThYHO 3a
JIMarHOCTUIIMPaHEe Ha MHOXKECTBEHA cKiepo3a. [Ipy manueHT ¢ paanonoruyHo U30JUpaH CUHAPOM,
pu kouto ca Hanuue DIS, nannunero Ha kpurepus 3a mecT win nosede CVS-N0I0KUTENHN J1€3UH
B OSJIOTO BEILIECTBO € I0CTaThYHO 32 IMATrHOCTUIIMPAHEe HA MHOXKECTBEHA CKJIepo3a (IIpuioxkeHue 9).
B TO3M nuarHocTHueH anropuThM IMpaBU BIEYATICHHE NMOHMKEHUS Ipar 3a NMpueMaHe Ha
nuarHozata MC mnpu  paguofOTUYHO H30JMpPAaHUS CUHAPOM, B CpaBHEHHWE HampUMep C
JMAarHOCTHUYHUS aJTOPUTBM 32 IPUCTBIIHO-PEMUTEHTHH M IIbPBUYHO-Tporpecupaniv GopMu Ha
MHO’KECTBEHA CKJIEP03a, KBAETO € BKIOYEHA U BBb3MOXKHOCTTA 3a Nojkpena Ha auarHoszara MC c
Haguyre Ha MPT ne3um B uwetupm wmim mer aHaromuyHu oOnactu Ha [[HC, a BcwmmuOCT mpm

PaIMOIOTHYHO HM30JIMPAHUs CHHAPOM cTaBa BhIpoc camo 3a MPT Gene3u, HacouBamu kbM MC.
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Wmaiiku mpenBuj, ye TUArHOCTUIMPAHETO HA MHOXECTBEHATa CKJIepo3a M3UCKBA M3KIIIOUHTENICH
OajaHc MeX]ly YJECHsSBaHE HA PAHHOTO pa3llO3HaBaHE Ha 3a00JIBAHETO M U30sATrBaHE Ha MOTPEIIHA
JMarHo3a, Moke O TpsiOBa Ja ce MOAXO0IU ¢ 0COOCHO BHUMAaHHE KbM IIPOMEHUTE B HOBUTE KPUTEPHUU

McDonald ot 2024, kacaemu paguoJOrHYHO U30IUPAHHS CHHIPOM.

[Tpu orutakBaHMs OT c1aOOCT B KpaHUIUTE, 3a]IUTaHEe, 3PUTEITHU HAPYIIICHHS BCIIEACTBHE HA
peTpoOynbapeH HEBPHT, Ta30BO-PE3EPBOAPHH HAPYIICHUS WM U3TPHIIBAHUS HAa KPAWHUIIUTE TPH
MalMeHT, IPY KOMTO He € TMarHOCTUIMPaHa MHOYKECTBEHA CKIIEPO3a 10 TO3M MOMEHT WJIU IIPH MOSIBA
Ha HOBHU OIUIAKBAHMS MPH OOJIHH C Be4e ITOCTABEHA JAWArHO03a, OOMIONPAKTHKYBAIIUAT WIA OYHUST
JIeKap WX HEBPOJIOTI'bT TPSAOBA 1a HACOUM OOJIHUS HE3a0aBHO KbM HEBPOJIOT, CIIEIUAIIMCT B 00IacTTa
Ha MHOXXECTBEHA CKJIEp03a B YHUBEPCUTETCKUTE NUArHOCTHYHO-ieueOHu neHtpose (YJILL) 3a

MHOXecTBeHa ckiiepo3a (MC)

HesponorsT TpsiOBa aa mpeuusupa IuarHosara, KaTo U3noi3Ba pesusupanure mnpes 2024 .
OuarHocTuuHu kputepun Ha McDonald, na u3BbpIIM CHOTBETHHUTE J1AOOPATOPHU U3CIEABAHUS U
KOHCyATaluu, kato xocnurtanuszupa Oomxus B YJIL[-MC. HeBponorst TpsiOBa aa ycCTaHOBH
(dbopMaTa Ha IPOTUYAHE HA MHOYKECTBEHATA CKIIEPO3a, TOAHUIIHUAT OPOii Ha MOJIYICHUTE PUCTHITH U

TAXHATa TCKECT.

JInarHocTUYHUTE METOAM IEJSIT PAHHOTO TOCTaBSHE HA JUarHo3ara ¢ OrJieJd Ha
CbBPEMEHHUTE TEparneBTUYHH BBH3MOKHOCTH. PaHHaTa nuarHo3a € TpyAHa, Thi KaTo I'bPBUTE
CUMIITOMH ca OOMKHOBEHO Hecrneuu(puyHH, Jeku M Obp30 mpexonHu. Jlocera He € HM3BECTEH
cnenuduuen nabopatopen TecT. [Ipu MHOrO 3a00/sIBaHUS MOTaT Jla C€ OTKPHUAT MYJITH(OKAIHU
MO3bYHH JIe3ud Tipu MPT 1 KITMHHYHE CHUMIITOMH C TIPUCTBITHO—PEMHUTHPAII X0 B MJIaJia Bb3pacT.
Herouna nuarnosa ce mocrassi B okosio 5%, Taka ye 1 Ha 20 GoJHH He € ¢ TakoBa 3a00JIsBaHe.

JlaGopaTopHuTe METOIM 32 MOCTABSIHE HA TUATHO3aTa BKJIOYBAT:

1. Od¢ranmonornyno wu3cjeaBaHe: BU3YC, OYHM JbHA, NEPUMETPHU. THUNHYHO €
TEMIIOPATHOTO MOOJIeTHABAHE HA MAMTWIIATE, KATO CUMIITOM Ha TIpeKapaH peTpoOyindapeH HEBPUT.

Onmuunama koxepenmna momozpagusa (OCT) naBa nnpopmanus 3a aTpous WIK OTOK Ha
cneun(UYHMA CJI0€BE Ha peTHHATa M MOXeE Ja CIYKM 3a OLIEHKa Ha HEBpOJEreHepaiusra B
[EHTpaJIHaTa HepBHA cucTeMa. [Ipr HeBpUT Ha 3pUTEITHUS HEPB U MAaTOJIOTHSI Ha TAHTITMHHUTE KICTKU
aKCOHUTE MPETHPIISIBAT PETPOTPaIHA JACTCHEPAIHS U CE YCTAHOBSBA U3THHIBAHE HA PETHHHUS CIIOH
ot BiakHa. [I[pomeHuTe B peTuHaTa KOpeaupaT ¢ aKTUBHOCTTA Ha MHOKecTBeHara ckieposa. OCT e
MHOT'O YYBCTBUTENCH M CIEHU(pHUEH METOJ 3a OTKpHBaHE Ha M3THHSABAaHE Ha pETUHATa Cle[
CUMIITOMAaTH4€H ONTHYEH HEBPUT M 3a OTKPHBAHE HA ACUMIITOMHO WJIM CYOKIMHUYHO OTJAJIEYEHO

JNEeMHUEIMHU3HPAIIO0 YBPEXKIaHE HAa 3pUTETHUS HEpB. MaKCHUMAalHOTO HW3THHSBAHE Ha pETHHATA
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0OMKHOBEHO CE€ OTKpHBA Hail-MaJIKo 6 Mecela ciiej] ONTUYHUS HeBpHUT. BuHaru e Heo6XxoauMo 1a ce
B3€Me I10]] BHUMaHKE TU(epeHIaIHaTa JiarHo3a Ha ONTUYHNS HEBPHUT U ONTUYHATA HEBPOMATHS,
KOSITO BKJIFOUBA HaJl 60 N3BECTHH €TUOJIOTHH, BKIIFOUMTEIHO PErHOHAIHU HH(EKIH. BaxxHo ycioBue
3a quarHoctuyHata croitHoctT Ha OCT mpu goka3BaHe HA ONTHYEH HEBPUT € CTPOTHsl KOHTPOJ Ha
KauyecTBOTO Ha M3CJIEIBAHETO, 0a3upaH Ha MPEIU3HO U JETAIHO PUKCUPAHU MTapaMeTpH B OT/JEIIHA
nyOnukanus B cblus Opoii Ha Lancet, kbaero ca myOinkyBaHu peBusupanute or Montalban u cbp.
kputepun Ha McDonald npes 2024 ronuna.

2. HeBpo(u3MOJIOTHYHH U3CJIeIBAHMA: 3PUTEIHU, CTBOJOBH CIyXOBH, MOTOPHH U
COMAaTOCEH30pHU Npeau3BHKaHH moTeHHHanu. C TAX ce ThPCAT JIE3UH B IIEHTpalHAaTa HEpBHA
cucrema (LIHC) npu 00sTHE ¢ OCKBIHH KIIMHUYHU CUMOTOMU. M3cnenBa ce To3u BU IPEIN3BUKAHH
MOTEHLIMAJIM, C KOUTO MOXKE Jla C€ YCTAaHOBU CYOKJIMHMYHA JIE3Usl HA CUCTEMa, KOSITO HE MOKa3Ba
KIIMHUYHA CHUMIITOMU Ha yBpeaa. [IpoMeHuTe B mpeau3BUKaHUTE MOTEHIUAIM C€ HM3pa3sBaT B
yABKEHA JIATEHTHOCT, U3MEHEHH aMIUIUTY/Aa U KOH(UTypalus Ha BBIHUTE U MeXayxemuchepHu
acumetpuu. llpy manueHTH ¢ MHOXKECTBEHA CKJIEpO3a MHOI'O YECTO MPEAN3BUKAHUTE MOTEHIUAIN
MIOKa3BaT yJIbJKEHU JJATEHTHOCTH HAa KOMIIOHEHTHUTE, MIOPaJn AEMUEIUHU3ALMs, HO IPOMEHUTE HE
ca cneuuduuHu 3a 3aboisBaHeTo. [IpoMeHuTe B aMIUIMTYAUTE M MaTepHa Ha EBOKHPAHUTE
MOTEHIMAIN He ca cnenuduyunn 3a aemMuenuuuzanus. C U3KIOYeHHEe Ha 3pUTEITHUTE, OCTaHAINTE
€BOKUPAHU MOTEHIIMAIIU CE€ MPOMEHSIT U MpH 3a00JIsIBaHUs ¢ aKCOHHA JIeTeHepalns, poTHJaIu 0e3
I'bPBUYHA IEMUETUHU3AIUS.

W3zcnensanero Ha 3pumennume npeoussuxkanu nomenyuanu (3EI) uma Haii-ronsma
JUArHOCTHYHA CTOMHOCT. TUIMYHO MOKa3Ba yIbJKEHU TMKOBU JIATEHTHOCTH Ha KomnoHeHTa P100,
IIpH 3arazeHa popma Ha BBJIHUTE, KAKTO U aCUMETPHs Ha MEXJAyOUHUTE JaTeHTHOCTH (inter-ocular
latency difference), 0OukHOBEHO >2,5 cTaHIAPTHU OTKJIOHEHHUS CIIPSMO HOpMaTa 3a jJjabopaTopusra.
Te3u pesynTaTi NOAKPENAT HAINYUETO HAa JEMUEIINHNU3ZUPAIIIO YBPEKIAaHE HA 3PUTEIHUS HEPB, KOETO
nokasza DIS. Mma wusuckBaHe 3a amapaTypaTa, ONWTa Ha M3CIEABalIMs W TOYHHM YHCIIOBU
M3MEpBaHUs, 3aBHCEUIM OT TEXHHUYECKH U METONOJIOTMYHHU (akTopu (MoApoOHO pasrielaHu B
myOJMKaus B chius Opoit Ha Lancet, kbieTo ca myOnukyBaHu peBusupanute oT Montalban u csTp.
kputepun Ha McDonald nipe3 2024 ronuna. ).

Hannuuero Ha sicHa KJIMHUYHA yBpeAa Ha 3pEHUETO 00€3CMUCIISI U3CIIeIBAHETO.

Korato npu exun naruent 3EIT ca 6uimm ¢ HOpMalTHA CTOWHOCTH TIPH IIBPBOTO M3CJIEC/IBAHE,
a Mpu MOBTOPHO U3CJI€J[BaHE MMOKA3BaT TUITMYHOTO yIbKaBaHEe Ha JATEHTHOCTHUTE, TOBA MOJKE /1a Ce
IIpYUEME KaTo MOsBa Ha HOBA JIE3US.

3. HeBpouso0pa3siBalu u3cjaeIBaHUA — MarHUTHO pe3oHaHcHaTa Tomorpadus (MPT) e
MeTo Ha u300p. M3momn3Ba ce TexHuKa ¢ aKCHAIHK | MmapacaruTaiau 11 u T2 CKeHupaHus, CEpUitHI

n3o0pazsaBanus, gadolinium HaroBapeHo ckenupane 1 FLAIR nzo0paszsiBane.
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Ilpu T> uzobpasseane, KakTo B paHHUTE cTaauu (mpeoOiagaBa BH3MAJICHUETO), TaKa U B
KbCHUTE cTaanu (mpeobiaiaBa yBpeaaTa Ha ThKAaHUTE U TJIM03aTa), MPHU MAIMEHTH ¢ MHOXKECTBEHA
CKJIEpO3a Ce YCTaHOBABAT XUIEPUHTECH3HU JIE3UU (CBETIIN).

IIpu T; uzobpassaeane ce yCTaHOBIBAT XUIIOMHTEH3HU JIe3UH (ThMHH ), KOUTO MTOKA3BaT OCTPO
HAaCTBIINJI OTOK WIH JIECTPYKLHUs Ha ThKaHuTe. Kopenupar ¢ TexecTra Ha KIMHUYHUTE CHMITOMHU U
OTTOBapsT MATOXUCTOJIOTMYHO HA JEMUEIMHU3UpAIIa Je3Usl ¢ aKCOHHA JECTPYKLHUS U PEeaKTHUBHA
rio3a. XpoHnuHuTe T1 XUMTOMHTEH3HHU JIe3UH (YepHU TYIIKH) ca TIO-CIIeUPUIHH 32 JSCTPYKIUS HA
ThKaHUTE, B cpaBHEHUE ¢ T2 aOHOPMHOCTHTE.

FLAIR usobpazsasanemo (TeXHUKa MOTHUCKAILIA CUTHANIA OT TEYHOCTHUTE) YCHUIIBA KOHTPACTHT
MEXJIy JUKBOpa U JiesuuTe. TO3M METOJ OCHrypsiBa I0-I00pO pa3rpaHHyYaBaHEe MEXIY
BEHTPUKYJIHUS JIUKBOP (TbMEH) U IEpUBEHTPUKYIHUTE T2 1€3uu (CBETIIN) U MOBUIIaBa KOHTPACTa HA
JIe3UnTe, 0COOEHO HAa KOPOBHUTE U FOKCTAKOPOBUTE B CHBOTO MO3BYHO BellecTBO. [IpenopbunTento e
FLAIR u3o0pa3sBaHeTo Aa ce ochlecTBsiBa ¢ ThHKocpe3oBa 3D cekBennus (3D-FLAIR), 3amoTo mo
TO3M HAUMH OT €JHa CTpaHa PUCKBT OT MPOMYyCKaHE HAa HOBU JIE3UH € MUHHMMAJICH, a OT JApyra
cpaBHsiBaHeTo ¢ ipeaxoqau MPT u3cnensanus e mo-rouno. 3D-FLAIR no3BossiBa 1 n300pa3siBane
Ha ONTUYHUS HEBPUT.

3D-FLAIR mnoszBonsiBa cbmo Taka, ako MPT amapaTeT pasmonara cbC clielHaIU3upaH
codTyep 3a KOJIMYECTBEHU M3MEpPBaHUS Ha Opoil U 00eM Ha JIe3UMHUTE Ja MOKa)Xe MPEIU3HO T.Hap.
,,JIE3MOHEH TOBAp‘‘, KOMUTO J1a OBbe MPOCIEAsIBaH U CPABHIBAH C MPEIXOJHOTO MPHU BCSIKO CIIEIBAIIIO
MPT uscnensane.

3a JeTeKIus Ha IUIAKUTE Ha JEMUETMHU3Al] B MO3bUHATA KOpa € MPENOPhUYUTEIHO Ja Ce
u3non3Ba cekBeHnusta DIR (Double Inversion Recovery).

3a 1oKa3BaHe HAa HAJIMYMETO Ha T.Hap. Oener Ha neHTpanHara BeHa (CVS - central vein sign),
KOWTO € CBBbp3aH C MEPHUBEHYJIApHOTO (hopMHpaHe Ha TUIAKUTE Ha JEMUEIUHU3AIMS U € MHOTO
cnenuduuHa Haxoaka npu MC, KakTo W 3a JIOKa3BaHe Ha HAJIWMYMETO Ha T.HAap. pPHOOBU
napamarHuTHU je3un (PRLs — paramagnetic rim lesions) € mpenopbuuTENHO J1a ce€ HM3MO0J3Bar
cekpeHuure 12* 3D echo planar imaging wma Susceptibility weighted imaging (SWI).
OnTuManHuaT MeToJ 3a olieHka Ha CVS e u3unciisgBaHeTo Ha Jiejla Ha JIE3UHUTE C LIEHTpalHa BEHa OT
obmus Opoit ne3un. MetonsT ,,Select 6 ce cunTa 3a MOJTOKUTENEH, KOTATO MIECT WK MTOBEYE JIe3UU
B Osu1oTO BemecTBo ca CVS-nonoxurennu; ako npu MPT ce oTKpHST MO-MajaKo OT JIeCeT JIE3UU B
0s10TO BemecTBO, OposT Ha CVS-MonoKuTeTHUTE JIe3Un TpsOBa 1a Obiae npeobnanasami. Hskon
npoyuyBaHust ca mnokasanu, 4e CVS U OJUroKJIOHATHUTE HWBHIM B JHMKBOpAa HMAaT CXOJHHU
JUArHOCTUYHU CBOMCTBA MOOTIEIHO M Y€ IMOJIOKUTEIHATA MPEIUKTOPHA CTOMHOCT MPU HATUYHUE
KaKTO Ha OJIMTOKJIOHAJIHM MBHIM, Taka U Ha ,,Select 6“-monokutelIHOCT ce goodmmkasa 10 100%.

Boenpexkn ue CVS Moxke ma ce HaOmogaBa Ha u3oOpaxkenus, noaydenu ¢ 1,5T MPT, nenbt Ha
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otkputute CVS npu Ta3u cuia Ha MArHUTHOTO TOJIe € Mo-HUChK (56—58%) B cpaBHenue ¢ 3T (74—
79%) unn 7T (79-82%). Cnenoatenno npu MPT mammnu ¢ marautHo nosie 1,5T moxe ga ce
HAJIOXH ONTHUMH3UpPaHe Ha cekBeHIuTe 12* 3D echo planar imaging v Susceptibility weighted
imaging (SWI) 1 TO'BIHUTENHO IPUIAraHeToO Ha TapaMarHUTEeH KOHTPAcCT 3a a/IeKBaTHO OTKPHUBaHE
Ha CVS.

Gadolinium e KOHTpacT, KOMTO ce M3MOJ3Ba 3a MOBUIIABaHE HA YYBCTBUTENHOCTTa Ha T
n3zobpaszsBanero. KoHTpacTsT naBa uH(pOpManus 3a NOBUIICHUS NEPMEAOMIIMTET HA KpPBHBHO-
MoO3byHaTa Oapuepa, BCIEACTBUE Ha Bb3naneHuero. HopManHo He nmpeMuHaBa KpbBHO-MO3bUHATA
Oapuepa, OCBEH KOraro HEMHMAT nepMeaOWiIMTeT € MOBuUIleH. l3cieaBaHeTo € MOJIe3HO 3a
pasrpaHryaBaHe Ha HOBH OT IO-CTapH Je3uH. Y cuiiBaHeTo oT gadolinium kopenupa ¢ Bb3MaJICHUETO
U ce HaOJIr0/1aBa MPU BCUYKU HOBU I1aku. [IpoabmkaBa oT 2 10 6 ceMUIH, KOJIKOTO MPOABIDKABA U
IpUCTBIIA. AKO IPU NALMEHT B MPUCTBHII € NPeANpUeTa Tepanus ¢ KOPTUKOCTEPOU U, KOHTPACTHOTO
u3cieBaHe CTaBa HEBAIMJIHO, 3aI10TO TepanusaTa Bb3CTaHOBIBA KPbBHO-MO3bUHATa Oapuepa.

AKO HSIKOHU OT JIE3UUTE MTOKa3BaT KOHTPACTHO yCUJIBaHe 1o (hopmaTa Ha “OTBOPEH MPBCTEH,
ToBa € MHOTO crnienuduyen oexner 3a MC. CniennduanaTa JOKaIu3anus Ha JIG3UUTE € B JOJTHATA YaCT
Ha corpus callosum, rpanuyera ¢ JMKBopa (T. Hap. KaJ030-CenTaleH HHTepdeiic), IEpUBEHTPUKYITHO
WK CyOTEeHTOPHAIIHO B CTBOJIA, MAJIKMSI MO3BK M IIMHHUA OTAET HAa IpbOHAUYHUSA MO3BK. TUnnyHara
(dbopma e oBoHIHA, @ pa3MEPHT Ha JIE3UUTE OOMKHOBEHO € HaJl 6 mm B nuaMeThp. Jlesuute TpsioBa 1a
ObJaT MOo-rojJeMH OT 3 mm HalpeyeH JAuaMeThbp U MOHE e/1Ha OT TAX Aa ObJe Haa 5 mm. TpsoOsa na
ce MMa NpeABHJ, ue Je3uute yctaHoBeHH npu MPT ca xapakTepHH, HO He ca CIEHU(PHYHHU 3a
MHOY€eCTBeHa ckJiepo3a. dopMara u OpueHTalUATa Ha Je3uHTe B corpus callosum ca BaykHH, 3a1110TO
BB3IAIICHUETO MPH MHOYKECTBEHA CKIIEPO3a € IEpUBEHYIapHO TI0 X012 HA MO3BYHHTE ChI0BE, KOUTO
ca pasMoJIOKEHU TEePIeHAUKYIsipHO Ha corpus callosum. Ilopagu Tasum mpuumHa Je3WUTE ca
YIUBJDKEHO OBOMJIHM M HAroAoO0sBaT MPBCTH M3IM3AIlM OT JJIaHTa HAa PbKa, HAPEUEHH “NIPBCTH Ha
Dawson”. Hannuuero Ha T2 XUnepuHTEH3HU IpbOHAYHO-MO3BUHH JIE3UU € BaXKHO 32 MHOKECTBEHA
CKJIEpO3a, 3aII0TO TaKWBA JIC3WH HE C€ TOSBABAT C Bh3pacTTa. B TUNMUYHUTE Cilydau Te TpsOBa 1a
ObIaT moHe 3 mm, HO 10 ABJDKMHA JIa 3aeMaT M0-MaJIKO OT JIBa TPhOHAYHO-MO3BYHU CETMEHTA U J1a
HE 3acArar LeiMs HalpeyHUK Ha rpbOHauHMA MO3bK. M3momsBanero Ha MPT nHaxonkata kaTto
CaMOCTOSITENIEH KpUTEpUi 3a 3amoyBaHe, NpPOABIDKaBaHe, NPOMsSHA WIM CHHpaHe Ha
MMyHOMOAU(UIIMPAIIOTO JiedeHHue He e obocHoBaHo. Kopemanusara mexay MPT nesuwure,
KIIMHAYHATA HAaXO0JIKa ¥ KIIMHIUYHO YCTaHOBEHATA WHBAIMIHOCT € YMEpEHa.

MPT ne3uunte mpu jAenara ca moBede Ha Opoil M C MO-TOJIEMH pa3MEpH, MOBEYE JE3UH Ce

ycunBat ¢ Gadolinium u mo-yecto ca JIOKQJIM3UPaHU B 337]Ha KpaHUATHA SIMKA.
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Hudepennmannata auarnoza Ha MPT aOGHOpMHOCTHTE TpsiOBa Ja ce MpaBH C JAPYTH
MyATH(QOKATHA 3a00JBaHMS, KOUTO CE IMPOSBABAT C XUIEPUHTEH3HU T2 JIE3uM, HO C pa3In4HA
dbopMa 1 JToKaTH3aIHs.

4. JIlukBopHOTO wM3CjaeaBaHe (0010 H3CIeNBaHE W eleKkTpodopes3a), JaBa IPYr BHJ
nH(popMalus — 3a Bb3NAJICHWE U UMYHHO HapyuieHue. Moxe /1a Ob/ie Moe3HO KoraTo KIMHUYHATa
kapruHa wim MPT nesunre ca HeoOuvaiinu. Haii-cenumduunata Haxoaka € HAJIWYHETO Ha
OJIMTOKJIOHAJTHM UWBHUIIM TpU araproBa M araposHa ejekTpodope3a M MNpHU H30EIEKTPUUHO
doxycupane. Karo nombiHHUTENEH JHUKBOpEH OMOMapKep MOKE Jla Cce M3MO0J3Ba M IOBHILEHA
KOHLIEHTpauus Ha K-cBoOogHm Jexku Bepuru (kappa free light chains), xouto otpazssar
MHTpATeKaIHA TPOMYKIHMS HAa MMYHOrJIoOynuHU. [Ipu mammeHTH ¢ MHOXECTBEHA CKJIepo3a ce
YCTaHOBSABAT TpU TUIla aOHOPMHOCTHU B JIMKBOpA, IOKa3Ballll HaJW4YME€ HAa UMYHHO-MEIUUpaH
MATOJIOTUYEH IMPOLIEC:

1. Hanuuue Ha onuroxnonanuu IgG ppakuuu B TMKBOpa, yCTAHOBEHH 33 IPEAIIOYUTAHE YpPe3
M30€JIEeKTPpUYHO (POKycHpaHe. Y CTAaHOBSIBAT C€ CaMO B JIMKBOPA, HO HE B KPBBTA (3abJKUTEIHO € /1a
ce uscnensar) u ca Hamuue npu 90% ot nanuenture. [lepcuctupaTr mnpe3 Leaus KUBOT Ha
MAIUEHTHTE.

2. JIumdouunTHa IIIEOUTO34a, KOSITO aKO € HAJIMIIE He TPsIOBa /1a € mo-Bucoka oT 50 KJIeTKH Ha
mm”.

3. [loBumenure K-cBoOoaHM Jeku Bepuru (kappa free light chains)

5. U3caeaBaHeTO Ha HeYTPAJM3HUPALIM aHTUTeJA cpelly OeTauHTeppepoHH MOXKe Ja
MOJINOMOTHE M300pa Ha TepaneBTHUYHA CTPATErus U J1a To MHAUBUAyanu3upa. Te Bb3HUKBAT Ha 6-24
Mecel] OT Ha4yaJloTo Ha JjedeHueTo. IlepcuctupaHero Ha BUCOK THUThp Ha aHTHUTEIaTa HaMaisBa
e(heKTUBHOCTTa Ha UHTEP(HEPOHOBOTO JieueHue. [IpenopbunTeIHO € TeCTBaHETO UM Ha 18 M. oT
3amoyBaHe Ha TepanusaTa. [Ipu HanuuuMe Ha HEyTpalIM3Hpalld aHTUTENa TPsAOBa Ja ce OOMHCIU
MPEeBKIIOYBaHE KbM MEIMKAMEHTUTE OT MbpBa WJIM BTOpa JUHHS (CHOpel aKTUBHOCTTA Ha

3a00JIIBaHETO), KOUTO HE ca OT rpymnara Ha 6eTauHTephepoOHUTE.

Hee HGO6XO)II/IMO Ja C€ U3BbpIIBAT BCUUKHU J'Ia60paTOpHI/I n3cjc€aBaHusd, a caMO TE3U KOUTO
ca JOCTaTbYHHU 3a IMOCTAaBsAHC HaA JUar"Ho3ara Mo PEBHU3UPAHHUTC KPUTCPUH, KATO CC IMPOBCKIAT

C’B06paSHO JUAarHOCTUYHHUTC Bb3MOXHOCTH 110 YKa3aHaTa IOoCICI0BATCIIHOCT.

JudepeHnuainaTa 1MarHo3a BKII0OUYBa MHOXKECTBO 3a00JISIBaHMSI, KOUTO KIIMHUYHO WU IO
pe3ynraTute oT JlabopaTopHHUTE u3cienBanus HanoaoosBat MC. 3aboisBaHusITa C KOUTO CE MPaBU

mudepennuania auarunosa npu MC ca:
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1. /lemuenunusupawiu 3a400146aHUA, 6APUAHIMU HA MHOMHCECMEEHA CKEPO3A
Octpusat nucemunupan eHuedasomueant (ADEM) 3anouBa ciieql mpekapaHa BUpYCHa
uHOpEKIMS WM UMyHH3auus. ToBa MOHO(A3HO WM TPUCTBIIHO MYJITH(A3HO, BB3NAIUTEITHO
J€eMUEIMHU3KpAIo 3a00JsIBaHEe C€ pa3BUBa IO-YECTO IPH Jela. 3aloyBa OCTPO, C IOBHIIEHA
Temreparypa, OOIIOMO3bYHA CUMITOMATHKA, MYITH(OKATHM HEBPOJOTMYHU CUMITOMH U
enmuienTunyay npunaabiy. Jlesunre npu MPT uscrneasanero moraT na ObAaT MASHTHYHU HA TE3U
pU MHOXECTBEHAa CKJIEp03a, HO I0-4eCTO ca OOIIMpPHHU, C HESICHU OYEepPTaHHUsS M MOrar Ja ca
JIOKQJIM3UPAHU U B CUBOTO MO3b4UHO BemecTBO. AHTU-MOG aHTHTENA B CEpyMa CE yCTAHOBABAT IIPU
40% oT mauKueHTUTe, MO-4eCcTo NMpH Jena. AJOYMUHBT U JIEBKOLIUTUTE B IMKBOPA Ca IOBULICHH.
OcTtpusar xemoparnuen Jeskoernuedanomueant (AHLEM, 6osect na Weston-Hurst) e
Hall-psiiKaTta, HO Hal-(QyJIMHHaHTHAaTa W Texka ¢opma Ha ADEM. KimHWYHOTO mpoTHYaHe €
GYIMMHAHTHO M MOHO(A3HO C ENWICNTHYHU [PUNAAbLHU, XEMH WIM KBaJApHUILIETus,
ncepo0yyibapHa mapainsa, APYyrd CUMITOMM HamoJoOsBalld HapacTBall MO3bYE€H TYyMOp U
3aabia0ouanail ce ctynop 10 koma. MPT ycraHoBsiBa MacCMBHHM JIE3UH Ha OSIIOTO MO3BUYHO BEIIECTBO
U MO3BbYEH OTOK. JIMKBOPBT M3TMYa IIOJ NOBUIICHO HAJSTAHE, HAIMIE Ca INPOTECUHOPAXUS M
NOJUMOP(OHYKIIeapHa MJIEOLUTO3a.
3a0onsBaHeTO OT CeKTbpa Ha onTH4YHHMA HeBpomuesuT (NMOSD) e TepMmuH, KOHTO
3amMecTH cMHAPOMBT (Oosectta) Ha Devic (neuromyelitis optica). CpeaHaTa Bb3pacT Ha Ha4daJlo Ha
NMOSD e ot 32 10 41 roguHu, HO ca OMKMCAHU CIy4yau IPU JIela U Bb3pacTHU Xopa 3acsara 9 mbTu
o-4ecto >keHu. KIMHMYHO mpoThya MOHO(A3HO, MO-PSKO C MOBTOPHH HPUCTBIHU, C OCTPO
JBYCTPaHHO WJIM €IHOCTPAHHO 3acsAraHe Ha 3PUTEHMS HEPB, NANWIAT U IIOCIEIBAIl MHEIUT C
napamierus. MPT Ha rjnaBHUS MO3BK MOXE Ja IMOKaXKe MEPUBEHTPUKYIHM JEMHEITUHU3HpAILU
ne3uu. B rppOHaYHUS MO3bBK CE€ YCTAHOBSABAT JIE3UU B IIEHTPAIHATA YacT, OOXBalllally TPH U IOBEYE
cermenTa (LETM). CoriacHo kputepuute ot 2015 r. Ha MexxayHapoIHUAT NaHew 3a JUarHOCTHKA
Ha NMOSD (IPND), nuarnoszata e curypHa mpu cepono3utuBHocT 32 NMO-IgG (AQP4) anturena
U HaJIU4Yhe Ha Hall-MaJKo €JHa OCHOBHA KJIMHUYHA XapaKTEpUCTUKA (ONTHYEH HEBPUT, OCTHP
TpaHCBep3aJieH MHENIUT, CHHJIPOM Ha area postrema, M3pa3eHa ¢ HEOOSCHUMHU MO APYr Ha4yHMH
XbJIIaHE, TaJeHE WIM IOBPBIIAHE, OCTPO 3acATaHE HAa MO3BYHMS CTBOJ M CHMITOMAaTHYHA
HApPKOJIETICUS. UM OCTHP AMEHLedalleH KIMHUYEH cUHApPOoM ¢ TunudHu 32 NMOSD nuenuedanuu
MPT ne3uu u cuMONTOMaTH4YeH MO3bUeH CHUHApPOM ¢ TUNMHYHU 32 NMOSD mo3bunu jne3un). Ilpu
CEpPOHETAaTUBHU MALMEHTH KPUTEPHUHUTE 3a ITOCTaBSHE HA JMAarHo3aTa W3HCKBAT HAW-MaJIKO JIBE
OCHOBHHU KJIMHUYHHM XapaKTEPUCTUKH, BB3HUKHAIM B PE3ydTaT HA €IMH WU I0BEYE KIMHUYHU
IIPUCTBHIIN U HAJIMYMETO HA BCUYKU OT CJIEIHUTE M3MCKBAHUSA: - Hail-MaJKO €QHa OT KIMHUYHUTE

XapaKTEPUCTUKU TPsiOBa a ObJie ONTUYEH HEBPUT, TpaHcBep3aieH muenut ¢ LETM wim cuaapom
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Ha area postrema, -JUCeMHHAINs B TPOCTPAHCTBOTO (HAIMYHUE HA JBE WM MIOBEYE PA3IMYHU OCHOBHU
KJIMHUYHU XapaKTePUCTUKH) U XapakTepHa Haxojka npu MPT.

AQP4 mnosutuBHM ca okojo 70% OT mMalMeHTUTe, BB3MOXKHO € U HaJldYue Ha
antu MOG aHTHTENA.

3a0051BaHETO CBBP3aHO C MHEJIMHOBO OJIUTOJACHAPOUMTHO INIMKONPOTEHH AHTUTHJIO
(MOGAD) e Bp3nanutento 3adonsBane Ha [ITHC, koeTo ce xapakrepusupa ¢ MpUCTHIIH OT UMYHHO
MeAWHMpaHa JACMHEITUHU3AIMS, 3acsAralia MPeIUMHO 3PUTCIHUTE HEPBH, MO3bKa W TPHOHAUHUS
MO3BK. 3acsra npeauMHo nauueHtd Ha 20 - 30 rogumHa Bb3pacT U jaeua. KIIMHUYHO ONTHUYHMAT
HEBpUT € Hall-uecTaTa HayaJlHa KIMHUYHA [IPOsIBa, IIOCIEBaHa OT TPaHCBEp3aJIleH MUeIuT. OCcTpusT
mucemuanpad eHiedanomuenut (ADEM) U MO3BYHHUAT KOPOB €HIEAIUT CHIIO CE BKIIOYBAT B
CHEKTHPBT Ha 3a00Js1BaHeTO. [[narnosara ce mocraBs o AMArHOCTUYHU KPUTEPHUU MIPEIAJIOKEHU MPe3
2023 r. oT MEeXIYHApOJEH EKCIIEPTEeH MaHeN 3a oTaAudepeHIpaneTo Ha 3a00IsIBaHUATA, CBbP3aHU
¢ MOG-IgG (MOGAD). Heobxoaumo € ycCTaHOBsIBAaHE Ha aHTH-MHEIUH OJIUTOJEHAPOIIUT
rnukonporeuH uMyHornoOyinH G (MOG-IgG) antuTena 3a TOTBBpKIaBaHE Ha JMArHO3aTa.
Y CTaHOBSIBAHETO HAa aHTHUTENA, OCOOCHO B HUCKH TUTPH, 0€3 HaJIMYMe HA CHOTBETHUTE KIMHHUYHU
CUMITOMH HE OTBBPKJaBa [uarnoszara. KIIMmHUYHUTEe CUMITOMHU HACOYBAILIM KbM 3a00JIIBaHETO Ca!
- ONTHYEH HEBPUT, - TPAHCBEP3aJIeH MUEIHT C MbJIeH (HE YaCTUYEH) CIIMHAJICH CUHIPOM, C U3pa3eHu
Ta30BOPE3EpBOAPHU HApyIIEHUs U epeKTuiaHa AucPyHkuus, - cumnromu Ha ADEM c HenoOpe
oTrpaHudeHu T> XWUIMEPUHTEH3HH MO3BYHH W T CIMHAIHU JIE3UH, -MO3bUY€H MOHO(OKAJIEH WIH
nonudokaneH AedUIUT, -CTBOJIOB WU MaTKOMO3bUeH AC(PUIINT, - MO3BUEH KOPOB CHIIE(PAIUT C
MOBUIIIEHA TEMIIepaTypa, TaBodone, eNUIeNTHYHN MPUNAAbIHI, eHiledaaonaTus u Apyru GoKaIHu
HEBPOJIOTUYHH CHMIITOMHU C KOPOBH T» XUTIEPUHTEH3HHU JIE3UU U OTOK. [IpaBmiHara auarHosa Ha
MOGAD e BaxxHa, Th KaTO ATOJIOTHITA, JICUEHHUETO U IMMPOTHO3aTa 33 TOBA 3a00JIsIBaHE Ca Pa3IUNIHI
OT TE€3U 32 MHOKECTBEHA CKJIEp03a WJIM ONTHUYHUS HEBPOMUEIUT U 3a00JSBaHUATA OT CIEKTHPA MY.

OnTHYHUAT HEBPHUT YecTO € MbPBUAT cumMnToM Ha MC 1 ce Haiara aa ce oTaudepeHupa
ot MoHocumntoMHa MC. bomnnu ¢ perpoOynbapeH HeBpuUT, kouTo umat je3uun Ha MPT dgecto
pazBuBaT MC B pa3iuyHO ABJIBI MIEPUOJ OT BpeMe, JokaTo Te3u ¢ HopmaiaHa MPT umat mo-mob6pa
MPOTHO3a U MOXKe HUKOTa fa He pa3BusaT MC. Xapakrepusupa ce ¢ 0bp30 HaMaIsiBaHEe Ha 3pUTETHATA
OCTpOTa B €IHOTO UITU JIBETE OUH, peTpoOynbapHa 0oJika, TUIca Ha SPKOCT U [IBETHO 3PEHUE U YECTO
LEHTPaJIEH CKOTOM. 3PEHHETO ce MOoJ00psIBa 3a MEPHO OT HAKOJIKO CEAMMIIM J0 HIKOJIKO Mecella.
3puTeNHUTE HAPYIIEHUS C€ IB/DKAT Ha IbPBUYHA JIEMUCTMHU3AINS Ha HEPBa, KOSATO TPsOBaA Ja ce
pazivuud  OT BTOpPUYHATA JAEMHUEIMHHU3ALUsS TPU 3pUTENIHA HEBpOMaTHs, KOSITO UMHUTHpaA
perpobynbapaus HeBputT. Haif-uecTo BTOpMYHA AEMHETUHHU3AIUS CE pa3BUBA NPHU KOMIIPECHS,
MCXEeMHUsI WIIM TOKCUYHA yBpea Ha 3puTenHus HepB. OCBEH TOBa pa3iMuyHU BUPYCHU, OaKTEpHATHU

A THOMYHH I/IH(beKI_[I/II/I Morar Jaa MnpE€aAU3BUKAT BB3MNAIMUTCIHHW IPOHECH B HETO. Onucanm ca
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MOCTBUPYCHH M IOCTBAKCUHAIIHU 3pUTEIIHN HEBPUTH, a CHIIO TaKa TAaKMBa U MpH KojareHo3u. TpsaoBa
7la ce U3KJII0YM M XepeAuTapHaTa onTuyHa atpodus Ha Leber.

TpaHcBep3aJIHUAT MHEJHT C€ Pa3BUBA OCTPO, MOHO(A3HO, ChC CUMIITOMHU Ha JIBYCTPAHHO
CUMETPUYHO YBpPEXJaHE MOJ ONpeAeNieHO IPhbOHAYHO-MO3BbYHO HUBO, 32 Pa3jivKa OT THUIIMYHOTO
aCUMETPUYHO 3acsiraHe Mpu MHOXecTBeHa ckiepo3a. MPT u3cienBaHero Ha riaBHUS MO3BK €
HOPMAJTHO, JIOKaTO Ha rPbOHAYHUS MO3bK ITOKa3Ba CEPHO3HU JIE3HU.

Tymoponono6Hata ¢gopmMa Ha MHOKeCTBeHA CKJIEP03a € ONUCATEIHO MOHATHE 101 KOETO
ce pa3bupa ¢opma Ha 3abomnsiBaHeTo mpu kosito mpu MPT u3cnenBanero ce HaMupaT eqHa WU
MoBeYEe JIe3UH C OTOK M mass-e(eKT, UMUTHUpAIId MO3b4YeH Tymop. KIMHHUYHO ce mpencTaBs c
rJ1aBo0ONIMEe MOpaJAd MO3BYHHSA OTOK W TIOBHIICHOTO WHTPAKPAaHWATHO HAJSTaHE, CNMUJICTITUYHU
MPUTIATBIM, KOTHUTUBHA W MEHTAJIHU HapylueHus, adasus, anpakcus ¥ (OKaTHH HEBPOJIOTUIHU
CUMNTOMH, Hai-uecTo xemumnapesa u cnactuuyHoct. MPT mnokasBa romsim T> Qokyc Ha
JIeMHueNnuHu3anus (Haa 2 cm) ¢ Ba30TE€HEH €/1eM OKOJIO JIe3UUTe, KOWTO Hanmo00sBa MO3bUYEH TyMOD.

KonuenTpuunara ckiepo3a Ha Balo npeacrasnsiBa BapuaHT Ha MHOKECTBEHA CKJIEpO3a, C
aTUINHWYHU JIE3UU NPEJCTABEHU OT aJITEPHUPAIIM UBULU OT JEMUEINHU3ALNS U HEIPOMEHEHO 05110
M03b4HO BemiecTBO. [Ipu MPT ce ycTaHOBsIBaT KOHIICHTPUYHH JIE3UH Ha OSJI0TO MO3BYHO BEIIECTBO
CMECEHH C TUIIMYHM 3a MHOXKECTBEHA CKJIepo3a Jie3uu. KIIMHMYHO 3armo4Ba OCTpO NPEJUMHO OKOJIO
40 rogumHa BB3pact. [IpoTtnya ¢ 6bp30 mporpecupaiia TeXKa KIMHMYHA KapTHHA, MOJO00HO Ha
BapuaHTa Ha Marburg Ha MHOXECTBEHA CKJIEpO3a, C rIaBoOoue, POKATHU JBUTATETHU U CETUBHU
HapyeHus, adasus, eNMIeNTUYHN TPUNaIbIM, Ta30BOPE3EPBOAPHU HaApyIIEHUs U XeMuIapesa,
Harnozo00sBala Mo3b4eH 00eMeH mpoliec. B mukBopa ce ycTaHOBSIBA JIEKO YBEIHUYEH MPOTEHUH.

Bosecrra Ha Marburg npencrasisiBa ocTbp, QyJIMUHAHTEH, MOHO(Aa3€H, MCEBIOTYMOPEH
BapHaHT Ha MHOXKECTBEHaTa ckiiepo3a. KIMHUYHO ce xapakTepusupa ¢ pyJIMHUHAHTHO HacThIIBAILA
MOHO(a3Ha JeMHUEIMHU3AlUs Ha TJIaBHHUA MO3bK M MO3bYHMs CTBOJA. IIpoTHua ¢ moTucHaTO
Cb3HAHUE, XEeMHUIUIeTHs, ada3us, CNWICNTHYHU TMPHUMATbLU U JApYyrd (OKaTHU HEBPOJIOTHYHU
CUMIITOMH, B 3aBUCHMOCT OT 3aCE€THATUTE CTPYKTYpPH, MHOT'O Obp3a MPOrpecus U CMBbPTEH U3X0[ 0
HAKOJIKO cenmuni. MPT ¢ KOHTpacT yCcTaHOBsiIBa OOIIMPHU TYMOPOIIOAOOHU JIE3WH C YCHJIBAaHE
OKOJI0 TUTaKuTe OT gadolinium KaTo OTBOpEH MPBCTEH (OTOK) U IaHHU 3a 3ary0a Ha ThKaHu. [Lnakurte
Ha JEMHMEJIMHU3ALUS Ce YCTAaHOBSBAT CYyNpPAaTeHTOPHAIHO U CyOTEHTOpUAIHO — B cTBOJIA. YecTo ce
yCTaHOBSBa ToJisMa TYMOpPOBUAHA IUlaka B centrum ovale. B nukBopa ce ycTaHoBsIBaT
OJIUTOKJIOHAJTHU (PPAKIMH U JIEKO MMOBUIIECH TPOTEHH.

Judysnara uepedpaina ckiaeposa (dosect Ha Schilder) ce xapakrepusupa ¢ ABycTpaHHa
xeMucgepHa JeMHEIHMHU3aLUsl B JIETCKa Bb3pacT. KIMHMYHO ce MposiBsIBa MPEAMMHO B JeTCKa

BB3pacCT, C a(bamﬂ, JAEMCHIIMA, CITUWICIITUYHN IMPUCTBIIM W IMMOBUIICHO MHTpaKpaHUAJIHO HaJIATaHE.
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[Ipu MPT ce ycraHoBsiBaT rojemMu KOHGIyHpaIId 30HH Ha JEMHUEIMHHU3AIUSA B OsUIOTO MO3BYHO

BelecTBO nipu T2 ycuiBaHe. B MukBoOpa ce yCTaHOBSBAT TUICOIIUTO3a U OJIMTOKIIOHAHU (YPAKIUH.

2. Aemoumynnu 3a00146aHUA HA CHEOUHUMETHAMA MBKAH

BoJsiectra Ha Behcet e MmynTrcucTeMHO BB3ManuTeHO 3a00isBane, koero 3acara u [{THC.
KoxHo-nuraBuyHuTe yiauepauuu o ycTHaTa JIMraBula U nepuHeyma ca Tunu4Hu. [lapenxumuure
nesun npu  Oonectra Ha Behcet oOWKHOBEHO 3acsiraT CIEIHUTE AHATOMUYHU 30HH:
Me3oaueHnedanuus npexon (Tajamyc, cCpelleH MO3bK M BBTpEIIHA Kamcyja), pons U 0Oa3anHu
ranriud. JIMKBopHaTa HaXo/Ka € MHOTO nojjo0Ha Ha Te3u npu MC.

Cucremuusat lupus erythematosus ¢ MyJITHOPraHHO aBTOMMYHHO 3a00JsiBaHE C
¢dykryupamo nporuuane. [Ipu 30% ot 6omanTe Ha MPT ce HaMupart XUIIEpUHTEH3HH JIE3UH Hal 6
mm, B TUKBOpa MOTaT Jia ce HamepAT yBenuueHu [gG u moHsikora oMurokiaoHanHocT. [Ipu kmnHu4Ha
KapTHUHA C MUENONAaTHs U 3pUTENIHU HapylleHus AudepeHluanHara AuarHo3a € olle Mo-TpyaHa.
HanuuueTro Ha aHTHHYKJI€apHU aHTUTENA € CHEHU(PUUHO, HO ce Hamupa U npu 25% ot O6onHUTE C
MC.

CunapomMsbT Ha Sjogren € aBTOMMYHHO 3a00JsiBaHE C MPOTPECHBHA ACCTPYKIUS Ha
CIIFOHYEHUTE U CIIb3HUTE KJe3H, koeTo B 25% 3acsra u HHC ¢ ximHu4Ha KapTHHA GJIM3Ka 10 Ta3u
Ha MC. Ilporuyanero e Haif-uecTo mNpUCTbIHO-peMutTupamo, MPT mnoka3Ba MHOXECTBEHU
MEPUBEHTPUKYJIHU JIE3UM U MUEJIOIATHUS, HAJIMIIE € OJIMTOKJIOHAJIEH TUKBOP. Hanmnuuero Ha npoMeHu
B KJIE3UTE, HEBPONATHs, MHO3UTH M CEPOJOrMYHM aOHOPMHOCTH TNoMara B JudepeHIHaIHaTa
JMarHo3a.

Capkonpo3ara € MYJITHCHUCTEMHO TIpaHyJIOMAaTo3HO 3a0osiBaHE 3acsramio MpeIuMHO
muMQo-peTHKyJIapHaTa CUCTeMa, KoeTo B 5% OT GoJHUTE MOXeE /1a Jjajie CAMIOTOMHU OT CTpaHa Ha
I[THC. HeBposlornyHUTE CUMIITOMU, U3PA3€HU B JIE3UH HA KPAHUAIIHU HEPBH, 3pUTETHH pa3CTPONCTBA
Y MTUPaMUJIHU CUMIITOMH, MOTaT Aa ObJaT IbpBa MposiBa Ha 3a00JIIBAHETO, KOETO UMa IMPUCTBITHO-
pemuTupany xona. IIpu TUKBOPHOTO M3ciieIBAaHE MOXKE Ja CE€ YCTAHOBU OJUTOKIOHATHOCT. MPT
MoKa3Ba MpoMeHu Kakto npu MC, HO mpu KOHTpacTHO u3cieaBaHe ¢ gadolinium e xapakTepHO

JICITOMCHUHI CAJTHOTO KOHTPACTUPAHEC.

3. Cvoosu 3ab601a6anun

BackyauruTe Morar ga npoTekar KIMHAYHO ¢ MYJITHOPTAHHO WM 3acsiraHe MPeJUMHO Ha
neHTpanHaTa HepBHa cucrema. [Ipu MPT uscienBanero ce yctaHOBABAT HH(PAPKTH ChC 3acsraHe Ha
CHUBOTO MO3BYHO BelecTBO. [Ipu BacKynuTUTE 3acsaraiiy IbpBUYHO LIEHTPAJIHATA HEPBHA CUCTEMA
ce ycTaHOBsBaT T2 je3uM B NMEPUBEHTPHUKYIHOTO M JBIOOKOTO 0510 MO3BYHO BELIECTBO, KOMTO

Harojo00sBaT JIE3WUTE TMPU MHOXKECTBEHA CKJepo3a. 3a AudepeHIMaTHO-TUarHOCTHIHOTO UM
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oTrpaHuvaBaHne roysma posist urpac DWI cekBeHnumsiTa, KoraTo ce Kacae 3a OCThp MO3bUEH HH(DAPKT.
3a mocraBsiHEe Ha quarHosara € Heooxoaumo uscnenBanero Ha CYE, antunykneapuu anturena, MP
aHruorpadusi 1 MO3buHa OHOTICHSL.

AHTHGOCPOTUNUAHUAT CHHAPOM MOXE Ja IMpoTede ¢ Mporpecupaiia MHUEIONaTus,
crpHoIepeOeIapHO YBPEXKIaHe WJIM CHUHAPOM OT Tuma Ha neuromyelitis optica. Ilpu MPT
U3CJIeIBaHE CEe YCTAaHOBSIBAT AU(Py3HU WK KOHITyHPAIIX JIE3UH B O5IOTO MO3BYHO BEIIECTBO, KOUTO
MHOT'0 Haro005BatT Te3H MpU MHOXKECTBEHA CKJIepo3a. JINKBOPHOTO H3Cie/IBaHe MOKa3Ba HOPMaJCH
Opoil KJIETKU U ONMUTOKJIOHAIHU Ppakuuu npu 15% oT mauuenTuTe. 3a MOCTaBsiHE Ha AUAarHo3aTa €
HeoOxoqumo na ce ycrtaHoBAT IgG u IgM aHTUKapAMONMOHMIHW aHTUTENAa M Ja ce MpOoBelaT
AHTUKOATyJIAaHTHUTE TECTOBE 3a lupus.

CADASIL (uiepebpaiina aBTO30MHO-JJOMUHAHTHA apTEPHONATHS ChC CyOKOPOBU MH(MAPKTH
u jeBkoeHnedanonatus) e cebp3ana ¢ mytauuss B NOTCH3 rena B 19p13.12 xpomo3oma, KoMTO
KOJMpa TpaHCMEMOpaHEH pelenTopeH NpOoTeHH ¢ HescHa QyHkuus. [IbpBuTe cumMnTOMHU ce
nposiBsiBatr Mexay 30 um 50 rogumiHa BB3pACT C MOBTApSIIU CE WHCYJITOMOJAOOHU €MU30[Id U
rocnensamo passurue Ha neMeHuus. [Ipy MPT ce ycraHOBABaT MHOKECTBEHM ITOJKOPOBH JIE3HH.
CADASIL e u enHo oT MaJIKoTO 3a00isBaHus B AudepeHImaiHaTa auarnoza Ha MC, npu KOUTo
CHIIO C€ HaAONI0JaBaT FOKCTAKOPTUKAIHU JIE3UU B OsJIOTO BemlecTBO. HopMamHMST JIHUKBOp U
TeHETUYHUSAT aHaJIU3 IIoMarar 3a MOCTaBsSHETO Ha AMarHo3ara.

CunapomsbT Ha Sneddon ce HaGmroMaBa IpU MIaAM xopa U npoTtuya ¢ livedo reticularis u
MOBTAPAIIN ce UHCyNTonoAo0Hu npuctenu. [Ipu MPT ce ycTaHOBsSIBaT MHOKECTBO MAaJKU JIE3UH B
OsIOTO U CHBO MO3BYHO BEIIECTBO, BCIEACTBHE HAa MHCYJITUTE. 3a MOCTaBSIHE HA TUArHo3ara e
He0o0X0IMMO H3clie[iBaHe 3a aHTUPOCHOIUNUIHN aHTUTENA, aHTHOTrpad s U KO>KHA OHOIICHS.

Beno3nara okiy3uBHA M KapAuoeM0Oo0JM4YHa 0oJiecT ce Habo1aBa Mpy MiIau xopa 0e3
pHUCKOBH (aKTOpH 3a CHA0BO 3a00sIBaHe, HO ¢ (paMHUITHA aHAMHE3a 32 BEHO3HH OKIy3uH. [IpoTtnya ¢
MOBTAPAIIN CE MPUCTHIH OT (hokamHu HeBposoruuHu cumntomu. [Ipu MPT u3cnensanero nesunre
ca KaKTo [PU UHCYJITH U HE IPUJINYAT Ha T€3U MIPH MHOKECTBEHA CKJIEP03a, OCBEH B CITy4anuTe KOraro
JIe3UUTE ca MAJIKU U B OsJIOTO MO3BYHO BellecTBO. Heobxoaumo e 1a ce mpoBenaT u3ciaeABaHus 3a
JTMArHOCTHIIMPAHE HA XUIIEPKOATYJIOOMINUTET, KAKTO U JIOIUIEP-COHOTPAdCKO M eXOKapauorpadcko

HU3CJIICABAHC. HHKBOpHaTa HaxoJKa € HOpMaJiHa.

4. Ungpexuyuosnu 3abonneanusn

IIporpecuBHaTa myaTudoxaina enuedajonaTus ce IbDKA Ha MHPEKIHS Ha LIEHTpaIHaTa
HepBHa cucrema ¢ JC Bupyca NpH MaueHTH ¢ UMyHeH nepuuut. IlpoTnya ¢ HempekbCcHaTa
nporpecus Ha Je(pUIuTa B KOTHULUATA, €31Ka U 3peHueTo. [lo-psiko uma quiykTynpaio npoTudaHe,

KOeTO Hamojo0siBa MHOXecCTBeHa ckieposa. [Ipu MPT ce oTkpuBaT HapacTBamiy Mo TOJEMHHA
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IOKCTAaKOPTUKAJTHU T2 JIe3uM B OsJIOTO MO3BYHO BEIIECTBO, OOMKHOBEHO IMMO-KOHMIyHpaIu,
OTKOJIKOTO IPU MHOYKECTBEHA CKJIEPO3a U HEYCWJIBAILLM C€ OT KOHTpacT. OKOHYaTeNHaTa JUarHosa
Ce MOCTaBs Ype3 MO3bUHA OMOIICHSI.

JlaiimckaTa 6oJiecT 4ecTo MpoTHYa KaTo HEBPOOOpenno3a ¢ MEHUHTUT, KpaHHaJIeH HEBPHUT,
muenonatus win enuedanut. [lpomennte B MPT u tukBopa TpyiHO ce oTiimuaBat oT Te3u npu MC.
T2 ne3unte B O5710TO MO3BUHO BELIECTBO 00aue HE Ca pa3MoI0KEHH IEPUBEHTPUKYITHO. Y CTAHOBSIBAT
ce antuTena cpemty Borrelia burgdorferi, Ho Te He ca abCOMIOTHO crienn(UYHU U MOTaT Ja CE HAaMEpSIT
Y TIpHU IpYTH Bb3nanuTesHu 3a0omsBanus Ha [ITHC, Bximrountenno u npu MC.

JlyeebT 3acsra u IIHC, karo npeau3BUKBa HEBPUTH HA 3PUTEITHUS HEPB, BACKYJIUTH,
MUEIIONATUsl W XPOHWYHA eHIedalonaTus W KIMHUYHO MOXKE Ja Cb3uane audepeHIrarHo-
JuarHoctnuHu 3arpyaHenus. [Ipm MPT wm3cimensaHero HaxoakaTa 3aBUCHM OT CTaaus Ha
3a00JI1BaHETO U BKIIIOYBA MH(DAPKTH, HECTICHU(PUYHU JIE3UU Ha OSII0TO MO3BYHO BEIECTBO, TYMU U
MEHUHTEaTHO KOHTpacTupane. JluarHosaTa ce TIOCTaBS Bb3 OCHOBAa Ha pE3yJATaTUTE OT
CEpOJIOTUYHOTO M JIMKBOPHO wu3cienBaHe Ha VDRL, ceposiornyHo wu3ciienBaHe Ha
MHUKpOXEMariyTHHAIIMOHEH TecT 3a Treponema pallidum.

HIV-1 neBkoenuedasonarusita ce npeaussuksa or HIV-1 Bupycwsr. Toil npenusBuksa
tunuuHo HIV-cBBp3aHO HEBPOKOTHUTUBHO HApYyIIEHHE, HO MO PSAKO MNPEIU3BUKBA MO-JIEKO,
MPUCTHITHO 3a00JIsIBaHE M3PA3sBAIO CE B HEBPUT HA 3pPUTEITHUS HEPB, MUEJIONATHUS U KOTHUTUBHU
HapyIlIeHusl, KOeTo Hamo00s1Ba MHOKecTBeHa ckiepo3a. CIINH vecto 3acsra [[HC B mo-kbcHUTE
ctanuu, HO B 10%, ToBa Moxe na Obae HavanHa mposisa. MPT uscneaBaneTo mokassa T ne3uu B
OsIOTO MO3BYHO BEIIECTBO, KOUTO Ca MO-TOJIEMU U MO-KOHQIyHpalld B CpaBHEHHE C TE€3W MpHU
MHOKECTBEHA CKJIepo3a. JIMKBOPHOTO M3CieBaHEe U €BOKMPAHUTE MOTEHLMAIM MOKa3BaT ChIINUTE
MIPOMEHH, KaKTO MPH MHOXKECTBEHA CKJepo3a. Morar aa ce yCTaHOBST IMOBHUIIEH OO OElITHK U
KIETKA B JIMKBOpA, KOMTO PsAKO MOXke Aa ObjAe onurokioHaneH. /[marnosara ce mocraBs upe3

MOJIOKUTETTHUTE cepooruuHu npodu 3a HIV-1 u ycranoBsBane Ha HamasneH O0poit CD4 kieTku.

5. /lecenepamuenu 3abonasanusn

AnpeHoJieBKOAMCTPOHUATA € TeHETUYHO 3a00JsIBaHEe CBBP3aHO C HATPYIIBaHE HAa MHOIO
abaroBeprkHA MacTHU kucenunu (VLFA). X-cbp3anata (opMa Ha 3a00JI1BaHETO ce MPOsBsIBa B
FOHOILIECKA W MO-3psiyIa BB3PacT C MPOrPECUBHA MHUEJIO U HEBPOIIATHS U MPH JIMICA HA aHAMHE3a 3a
(GbaMUWIHOCT Cb3/1aBa CEPUO3HU JU(EepeHIHATHO-IUarHOCTUYHU 3aTpyAHeHus. I[Ipotuua c
naparnapesa, aTakCHsi U KOTHUTUBHM HapyLIEHUs U UMa IPUCTHIIHO PEMUTEHTHO WJIM IPOIPECUPALLIO
nporudane. M3cneaBanero Ha VLFA B muiasmara Mo)ke J1a IOCTaBU JUarHo3ara, KOsTO € TpyAHa,

3al10TO JIMKBOPHOTO M3CJEeIBaHE MoKa3Ba u3MeHeHus kato npu MC. B mHoro ot ciyyaure MPT
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JIEMOHCTPHUpPA OTHOCUTEIHO CUMETPUYHO PA3IOJIOKEHU U3MEHEHUS B IBJIOOKOTO OsJI0 BEIIECTBO
MapHETO-OKIMITUTATHO U B splenium Ha corpus callosum.

MuTtoxoHapHuaJHATa eHuedaJoNaTUs C JaKTaTHA alli103a U MHCYJITONOA00HN HHITUACHTH
(MELAS) ce nmposiBsiBa B ieTcKaTa Bb3pacT. ToBa HacaeACTBEHO 3a00JIsIBaHE CE MPOSIBSBA C BHHIIIHA
odranmomnapesa, c1abOCT Ha MPOKCUMATHUTE MYCKYJIHH TPYIU U €NWICNTUYHU npunaabiu. [Ipu
MPT ce ycraHOBSBAaT KOPOBH M IMOJKOPOBU HHCYNTONON00HU Jiesun Buaumu npu T2 u FLAIR
n3o0passiBaHe. JINKBOPHOTO M3CIIEABAHE 32 JIAKTAT M MMUPYBAT [IOCTABs AUArHO3aTa.

HacaeacrBenara ontuyHa HeBponatusi Ha Leber mporuuya momocTpo ¢ JIByCTpaHHa
aTpodus Ha 3pUTEITHUS HEPB. 3acsra NpeAUMHO MbXKe, MPOTHYa 0€3 PEMUCHH U Ce PHUIPYKaBa OT
MuenonaTus, atakcus u cetuBHU HapyueHus. [Ipu MPT ce ycranossiBat T2 s1€311 B 05710TO MO3BbUYHO
BELIECTBO, UACHTUYHHU C JIE3UUTE NPU MHOKECTBEHa ckiepo3a. He ce ycraHOBsSBaT JIMKBOPHU
npoMeHu. Jlnarnosara ce motBbspkaana upe3 JJHK uzcnensane.

Mankomo3buHuTe aTpodpum (cnuHoIepeOenapHu artakcuu, arakcusta Ha Friedreich u
ONIMBOTIOHTOIICpeOenapaara arpodusi) ce oraudepeHnupar Ha 6a3ara Ha JaHHUTE 32 (PaMIIIHOCT,
JUTICaTa Ha PEMUCHH U HOPMATHHUAT JIUKBOP.

HemocrarpbuHocTt wuiam au3MeTadoaum3bM Ha ButamMuH B2z (cobalamin) mopaau
MeTabonuTeH AeeKT Ui NPUA0OUT AeQUINT, MpeAU3BUKBA MPOTrpecHpalia MUEIONaTHsl, 3acaralia
3aJHUTE W CTPAHWYHH CTHJIOIM Ha TPHOHAYHUS MO3BK W moimHeBpomnarus. MPT m3cnenBaneTo
MOKa3Ba NpexoHu T2 1e3un B Os5I0TO MO3BYHO BELIECTBO Ha INIaBHUS M TPhOHAYHUS MO3bK. JlesuuTte
u34e3BaT cliell Bb3CTaHOBsiBaHe Ha Bi2 geguuutsT. /lMarHoszara ce mocraBsi upe3 M3ClIE[BaHE Ha

KpbBHATA KapTHHA U YCTAHOBABAHC HA IIOHNKCHU CCPYMHU HUBA HA BUTAMUH Bia.

6. I'pvonauno mo3vunu 3a6013a6anus

Maadopmanusara Ha Arnold Chiari npennsBuksa U30JMpaHy CIMHAJIHU CHHIPOMH, HO U
3acAraHe Ha KayJajHaTa Ipyla KpaHMAaJHU HEPBU, MAIKHUAT MO3BK, aTaKCHsl U IIOBHILEHO
UHTpakpaHuaiHo Hangrane. MPT noka3Ba aOHOPMHOCTH B KpaHHO-I[EpBHKAIHATa 00J1acT.

MuenonaTusita ¢ MPOrpecUBHO pa3BUBAllla Ce€ Mapa- WM KBaJpuiiape3a B CpeHa Bb3pacT
TpsiOBa na ce oraudepenuupa or MC. Heobxonumo e 1a ce U3KII0YU KaTo MpUYMHA BBHIIHA WIN
BBTpEIIHA IPOHAYHO-MO3bYHA KOMITPECHS, LIEPBUKAIIHA CIIOHAMIIO03a U AeUIUT HA BUTAMHH Bi2.
MPT pemaBa npo6iiema ¢ HATMYUETO HA CIIMHAIHU U 1iepedpanuu e3un nmpu MC.

AMHuoTpouyHaTa JarepajHa CKJepo3a B paHHUTE CTaJuHU, KOraTO BCE OIIE HE ca ce
NPOSBMJIM CHUMIITOMUTE Ha nepudepHHs, a ca W3ABEHU CHUMITOMUTE Ha LEHTPAIHUS JBUTATEIICH
HEBPOH, MOKeE J]a Ch3a/le IMarHocTu4Hu TpyaHoctu. MPT uscnensanero € HopmanHo. /luarnosara
ce MOCTaBs upe3 eNeKTPOMHOrpad)cKo U3cieiBaHe, KOETO II0Ka3Ba MPEAHOPOroBa yBpeia Ha MHOTO

HHBA, TOHE B 3 KpailHUKA.
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3abomnsBaHMsATA C KOUTO Ce MPaBH AU(epeHIINaTHa JUarH03a MOTaT Ja ce pa3feisaT Ha TPU
rPYIH, CIOPE TOBA IAJIM IMOKA3BaT CaMO KIMHUYHU, KIMHUYHU U MPT wim knuanunu, MPT u

JIMKBOPOJIOTUYHU npuiiuku ¢ MC.

3a0ossiBaHUATA, KOUTO HanoA00sBAT KIMHUYHO MC, Ho ce pa3iauuaBat npu MPT BkiouBar:
1. I'panynomaro3a na Wegener

2. 3onvpanu CIMHAIHU CUHIPOMU

3. KoMnpecuBHuU Jie3uu

4. Nedunut Ha BUTaMuH B12

5. HTpakpaHuaiHu TymMOpH

6. Mandopmarnus Ha Arnold Chiari

3a0onsaBanusiTa, kouto HanoaodosBat MC kiauHu4HO U ¢ MPT kpuTrepum BKJIIOYBAT:
1. CIIMH

2. MuroxoHpuaiHa eHuedaionaTus

3. LlepeOpoBackynapHu 3a001sIBaHUS

4. CADASIL

3a0onsaBanusiTa, kouto HanoaoOsBaT MC kiMHUYHO, 10 MPT u TUKBOpHU KpUTEpHH ca:
1. Backynutu:

CHUHJPOM Ha Sjogren

HOJI03€H MOJUAPTEPUUT

cucreMmeH lupus erythematosus

6onect Ha Behcet

2. Jlaitmcka Oosnect

3. Capkonposa

4. AnpenoneBkoaucTpopus

5. HTLV-1

6. Hacnencteenara ontuuHa HeBpomnaTtus Ha Leber

7. OcTbp TUCEMUHUPAH CHIIEPATOMUETUT

Jleuenune
Haii-BaxxHara men e ga ce 3a0aBu M HaMalld MHBATHMIM3AIMATA HA TIAIMEHTA B JBJITOCPOYCH

acriekT. JleueHunero ce pa3nndasa criopes] opmaTa Ha IPOTUIAHE U CIIOPE] TOBA NaJH 3a00JIIBaHETO
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¢ B IIPUCTHIT WK B pemucus. [Toapasiens ce Ha JIeYeHHE HA TPUCTHIIUTE, MOAU(DHUIIMPAIIO X01a Ha
3a00/I1BAaHETO ¥ CHMIITOMAaTHYHO.

JleueHneTo Ha mNpHCTBNA WMa 3a e Ja YCKOPU M 3aCHJIM BB3CTAHOBSIBAHETO Ha
HEBPOJIOTHYHHUTE CHMIITOMH ITOJIyYEHH 10 BpeMe Ha ImpHcThia. Ex3arepOanuuTe mpu MpUCTHITHO-

PEMUTCHTHATA (bopMa Ha MHOXKCCTBCHA CKJICpO3a Ca CUT'HAJI 3a 6"bp33 HaMe€cCa Ha HEBpOJIOora.

e [lpu Beue muarHocTuipan OOJieH, HEBPOJOI'BT TPsAOBA Ja yCTAaHOBU JAJIM € HACTBHIIMI HOB
MPUCTBHII, U3MOI3BANKN CHOTBETHUTE KPUTEPUHU.

e [Ipu HacThIBaHE Ha HOB MPHUCTHII TPSOBA Ja CE OMPECIIA HEroBaTa TEKECT, C OTJIe/] MPeleHKa
Ha HEOOXOAMMOCTTA OT MPOBEXK/IaHE HA KOPTUKOCTEPOHJIEH KypC.

e JlekuTe MPUCTHITK HE U3UCKBAT JICUCHUE C KOpTHUKOCTepou Iu. [larmeHTsT ce Habmo1aBa, JIeKyBa
ce uH(pEeKIUITa, KOATO MPEeIU3BUKBA MPHUCTHIIA, aKO MMa TaKaBa M Ce MpujaraT HeCTEPOUIHU
MMPOTHUBOBB3NAJIUTCIIHU MCANKAMCHTH 34 1-2 CCAMUYCH IICPUOA.

e Hammunero Ha OCTPO HACTBIIWJIA U U3PA3CHU 3PUTCIIHU, IBUT'aTCJITHU U MAJIKOMO3BbYHU CUMIITOMU
WJIM HapyLICHHE Ha MOXOJKATa ca WHJIMKALMK 33 MPOBEXKIAaHE HAa KOPTUKOCTEPOHUJIEH Kypc. B
Te3W Ciy4am TpssOBa He3a0aBHO Ja Ce€ MPOBeAe KOPTUKOCTEPOUAHO (MpUIIOKeHHEe 4) U
CUMITOMATUYHO JieueHue (MpUIokKeHHe 5) B OOJHUYHU yCIOBHS, B 3aBUCUMOCT OT TEKECTTa Ha
MPUCTHIIA.

e Tepanus Ha BTOpa JIMHUS MPU JIUIICA HA €(EKT OT MPOBEIEHUS KOPTUKOCTEPOUIEH KyPC U TEKBK

MIPUCTBHII, € TazMadepesa.

I'nrokoxkopmuxocmepoudume (I'KC) wumar Haii-ronsiMa e(EeKTHBHOCT 3a JIeU€HHWE Ha
npucThuTe. Te ca CpeAcTBO Ha WbpBa JIMHHUS TPH JICUEHHE HAa TMPHUCTBI, 3all0TO HMar
MPOTHBOBB3MAIUTENIHO, HMMYHOCYNIPECUBHO W CTaOMJIM3MpAIlo KpbBHO-MO3bYHaTa Oapuepa
neiictue. JleueHnero BoIM 0 HaMaslsiBaHEe HA aKTUBUpaHUTE T-IMMQOLUTH, KaTO ce HaMalsBaTr
noseue T-xenmmepure, oTkonkoTto T-cynpecopute. Ctabunmsupa ce KpbBHO-MO3bYHATA Oapuepa U ce
MOBIMSIBA KacKagaTa OT WMYHHH TIPOIIECH, BOJEMIa /0 JeMuenuHm3anus. KypcoBere c
KOPTUKOCTEPOUIM HE MOBJIMABAT X0Ja Ha OojecTra AOPU M IPU MO-ABJITOTpaiiHA Tepamus ¢ Io-
MaJIK1 71034. Te caMo yCKOpsBaT Bb3CTAHOBSIBAHETO HAa HEBPOJOTUYHUTE CUMIITOMH OT MPHUCTBHIIA.

[ TIOKOKOPTHKOCTEPOUIUTE C€ pa3ryaBaT 10 CHOTHOIICHHETO Ha TITFOKOKOPTUKOWIHATA U
HEe)KeJIaTeTHaTa MUHEPATKOPTHKONUTHA aKTUBHOCT.

Methylprednisolone e mMenukamMeHT Ha MbpBa JUHHS 3a JICYCHHWE HAa TPHUCTBHII, 3aAIIOTO
OMOJIOTUYHUAT MY TOTYKHMBOT € 18 — 36 yaca, aHTUBB3NAIUTEIHUAT My €PEeKT € MHOTO J00Bp, UMa
c1a00 MUHEPATTKOPTUKOUTHO JIEHCTBUE U MHOTO TOOpe MPOHUKBA Mpe3 KpbBHO-MO3bUHAaTa 6apuepa.

[Tpunara ce B no3u ot 500 g0 1000 mg nHEBHO (Cropes TeXeCTTa Ha MPUCTHIIA) HHTPABEHO3HO B
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serum glucose 3a 3 10 5 1HH, HO TipU pedpaKTEPHU CUMIITOMHU KypPChT MOXKE Jla c€ MPOABIKU A0 10
nau. He ce mpenopbuBa npujaraHeTo Ha MO-HUCKH JI03HM, KOUTO UMAaT HETaTHBEH €(PeKT — 4ecTo ce
nosiydyaBar peuuauBu. IlocnenBa ce OT mpuiaraHe Ha CHWXKaBallld c€ JI03U, T.H. “‘omnamika’,
WHXXEKIIMOHHO WK niepopasiHo. CHUXkaBaHeTo Ha J1o3aTa ctaBa 3a 10-12 nuu ¢ mo 10 — 20 mg npe3 3
JIHU, KaTo ce 3anouBa oT 80 mg queBHO. [Ipunaranero Ha “onamka” mpegoTBpaTsiBa HOBO OTBApsIHE
Ha KpbBHO-MO3buHaTa O6apuepa. He ce mpenopbuBa npuiiarane Ha mo-apira “onamka’.

AKO CKOpO (IHM IO CEIMHIIN) CJIE/ MPUKITIOUBAHE HA KOPTUKOCTEPOUTHHSI KYPC CE MOJTydd
HOB MPUCTDII, HEOOXOUMO € J1a ce MPOBEe BTOPH MO-KPaThK (3 THM) KOPTUKOCTEPOUJIEH KYypC.

[Ipu manueHTH ¢ IPOrpecupaio pa3BUTHE HA CUMIITOMHUTE B paMKuTe Ha § 10 12 ceamuiu
CBIIO0 MOXeE J1a C€ MPUII0KH KOPTUKOCTEPOUIACH KypC, HO TOM 1€ Ob/e MO-MalIKO e(hEeKTUBEH.

B nercka Bp3pact ce npuinara methylprednisolone 20 no 30 mg/kg/nHeBHO HHTPAaBEHO3HO, B
enuaunyHa no3a 0,2 1o 0,5 g (MakcumanHo 1 g) THEBHO B COJIEBH Pa3TBOP, OABHO B MPOIBIIKEHUE HA
2 yaca. KopTukocteponaHoTo JedeHue npoabnkaBa 4 o 6 nuu. [Ipu mbiaHO BB3CTaHOBSIBaHE
JICUECHUETO CE MPEYCTAHOBSBA, IPU HEIIBJIHO J03aTa C€ MOHMKABa MOCTEIICHHO MPH OpaJieH MpHeM
npe3 2-3 aHu.

Cmpanuunume eghexkmu OT KOPTUKOCTEPOUIHOTO JICUYCHHE BKIIOYBAT CTOMAIIHO-YPEBHU
OIJIAaKBAaHHUS, 53Ba, apTepuUaaHa XHUIEPTOHUS, PUTHMHHU CHPJCYHHM HApPYIICHHUS, 3aXapeH auader,
paznmuyHu UH(EKIHUHU, OCTEOTNopo3a, akHe, TPOMOO3U, MaHHH, JCTNpPecud W Ap. 3a u30srBaHe Ha
racTpO-MHTECTHHAIHUTE CTPAHUYHH €PEKTH € HeOOXOMa CTOMaIIHa MpoTekius ¢ Hy penentopau
6nokepu (Ranitidine 300 mg 1H. Ha 1Ba premMa U Jip.). KpbBHOTO HassiraHe MOXKe Ja ce KOHTPOJIMpa
[0 BpeME Ha JIEYEHHETO C MPOMsHA Ha J103aTa HAa AHTUXMIIEPTEH3UBHUTE MEIUKAMEHTH (aKo
MAalUEeHThT € XWUIEePTOHUK) WM ¢ jauyperunu u Oera Osokepu. Cren 3aBbpliBaHe Ha
KOPTUKOCTEPOUIHHUS KypC KPBBHOTO HasraHe ce HopMmanusupa. [losiBata Ha MaHus, AeTIpecus WIn
0CTpa IMCUX03a U3UCKBAT CIIUPaHE Ha KOPTUKOCTEPOUIHOTO JIEYCHHE M CBOEBPEMEHHO ITpUJIaraHe Ha
CHOTBETHOTO JIeUeHUE (AHKCUOJIUTHULU, HEBPOJICTITUIIH, TPAHKBUIM3ATOPHU, AHTUACTIPECAHTH).

He ce mpenoppuBa 3a nedenne Ha npucthi aa ce u3noia3BaT ACTH (cuHTeTHuHM aHano3u
Cortrosin, Synacthen), xoitito uma cxomuu ¢ I'KC mexanusmu Ha neictBue. EQEKThT OT Je4eHHETO
HacThlBa no-6aBHO mpu mpuiarane Ha ACTH (cnen 1 mecerr), otkonkoro Ha Methylprednisolon
(cmen 1 ceamuna). OcBen ToBa ACTH naBa moBede CTpaHMYHU €(EKTH, BKJ. aJepruu, KaTo
CIIHPAHETO My HE TH OTCTpPaHsBa, 3alI0TO UMa MOCIIEICHCTBHE.

IThazmaghepezama e nponenypa, Mpy KOSATO TUTa3MaTa Ha TAIMEHTa Ce OT/ACISI U OTCTPaHsIBa
oT 1pulata KpbB. OTCTpaHeHHMAT OOEM IjJa3Ma Ce€ 3aMeCTBAa CbC 3aMECTUTENIEH pa3TBOP B
cboTHOIIEHUEe 1:1. Moke ma ce u3Mmoyi3Ba CKOPO ClEJ OCTbP M TEXBK MPUCTBI, C HEMBIHO

BB3CTAaHOBSABAHEC HAa HEBPOJIOTMYHUTC CUMIITOMH OT MPHUIIOKCHUTEC KOPTUKOCTCPOHUIH. HpI/maraT ce
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7 npouenypu nipe3 1 — 2 mHU, KaTo TIPH Beska nporeaypa 54 ml/kg mna3ma ce 3amecTBar cbC cMeC
oT 5% anOyMuH 1 (pU3HOIIOTUYEH PA3TBOD.

Cmpanuynume egexmu ca apTepualiHa XUIOTOHHUS, CENTHLEMHUS, OPOHXOITHEBMOHUS,
HapyUIEHO KPbBOCHCUPBAHE, YCIOKHEHHUS OT LIEHTPAIHUS BEHO3EH BT M XUITOKAIIIMEMHUS.

JleueHuero Moamduuupamo XoAa HA MHOKeCTBEHATA CKJepo3a ce Impuiara H3BbH
MPUCTHII 32 J1a HaMAJIM KJIMHUYHATA U CyOKJIMHMYHA aKTUBHOCT Ha 00JIeCTTa, KOSTO JOMpUHACA 32
IBIATOCpOYHaTa MHBaTMAK3auUs. Onpenens ce oT popmara Ha 3a00JIIBaHETO M HErOBaTa aKTUBHOCT.
[ToBedyero MenMKamMeHTH OT Ta3u Tpyna ce Hpuiarat MpH HAPUCNBRIHO-peMUmMeHmeH X00 Ha
3abosBaneTo. [Ipu 60HYU ¢ 6mopuuHo npoepeduenmer Xx00 Ha MHOKECTBEHaTa CKJIEp03a KIIMHUYHA
e(eKTUBHOCT € JoKa3aHa caMo 3a uHTepdepoH Oera-1B u siponimod. [Ipu namueHTH ¢ nvpsuuHO-
npocpeduenmer X00 Ha MHOXECTBEHA CKIIEpo3a KIMHWYHA €()EeKTHBHOCT € JO0Ka3aHa caMo 3a
ocrelizumab.

JleyeHHeTO NpU NAIMEHTH C MPUCTHIIHO-PEMUTEHTEH X0/1 Ha 32a00JIIBAHETO CE 3aM0yBa C
Meoukamenmu om nwpea aunua: Oerauntepdpepon B-la (Avonex, Rebif u Plegridy) u B-1b
(Betaferon u Extavia), cuaternunust kononumep glatiramer acetate, dimethyl fumarate, diroximel
fumarate u teriflunomide. Ilpu BucOkoakTHBHA (GopMa Ha 3a0O0JIBAHETO C TEKKH KIMHUYHH
CUMIITOMU ¥ MHOkecTBO MPT Jie3un nedeHneTro Moxe Ja ce 3all0YHe HalpaBo ¢ MEAUKAMEHTU OT
BTOpA JIUHHSL.

HNurepdpepon Oera ¢ 166-aMHHO KUCENIMHEH TJIIOKOIPOTEUH, KOWTO c€ MPOM3BEXKAA OT
¢ubpobiacTuTe U HAKOU APYTH KIETKH B OTTOBOP Ha BUPYCHU MH(pEKIMHU. 3a MOJyyaBaHETO MY B
roJIEMHU KOJIMYECTBA € He00X0IMMO U3IoI3BaHeTo Ha pekoMOnHanTHH JIHK TexHonoruu.

Ot yoBenkus HHTEPPEPOH OeTa Ype3 FTeHHO MHKEHEPCTBO Ca Ch3/aACHH JBE PEKOMOUHAHTHU
Mosekys. Uatepdepon Oera-1a oT oBapraiHK KJIETKH HAa KUTAHCKHA XaMCTEp € TIIOKO3UITUPaH U 1M0-
O6mu3BK 10 yoBelkus uHTepdepon Oera. UuTepdepon 6era-1B ce npoayuupa ot 6akrepunte E. coli
U ChABPKA MyTaIlisl HA aMUHOKHUCENIMHATA HA TTO3UIHs 17, MUIIcBa METUOHUH B a30THUSI TEPMUHAT
Ha aMUHOKHCEIWHHATa BEpUTa, OCBEH TOBAa AacMapruHOBUAT OCTaThbK Ha mo3umms 80 He e
TIIIOKO3WIIHpaH. Te3u MpOMEHHU ca BHECEHH C OTJIe/l CTAOMIM3UPAaHETO Ha MOJIEKYJIaTa M He OKa3Bat
BIIUSTHUE BBhPXY HeroBata QpyHkIwus. [[BaTa mpoaykTa UMat eAHaKBU (GU3NYHU U XUMHYHU CBOMCTBA,
eIHaKBa papMakoIUHAMHUKA U (PapMaKOKHHETHKA.

WnTepdepon 6eTa mpu MHOXKECTBEHA CKJIEpO3a MOTUCKA aKTUBALUATA U TpOoIH(epalusiTa Ha
MATOJIOTMYHO aBTOpPEaKTHBHUTE T KIIETKW M TSAXHATa MUTpAIHs Mpe3 KpbBHO-MO3bUHATa Oapuepa
kbM [[HC, kbaeto yBpexaar MuenuHa W onuroaeHaporiusra. CTUMynupa MPOAYKIUSATa Ha
MPOTHBOBB3MAIUTEIHUS IUTOKUH UHTEpNIeBKUH 10 1 MOTUCKA CHHTE3a HAa MHTEPPEpPOH rama KOHUTo
3acWiiBa UMyHHUTE peaknuu. KnmHnaHoTO mogoOpenue 3amousa cien 2 10 12 mecena, a epeKkTbT OT

MpUJIaraHeTo Ha HHTEPPEPOHUTE MPOIbIIKABA /10 6 Mecella cie/l TAXHOTO CIIUpaHe.
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HNurepdepon 6era-1B (Betaferon, Extavia) e nepBusar uarepdepon omodpeH 3a yeueHue
Ha MHOecTBeHaTa ckiiepo3a npe3 1993 r. 8 CAI u ipe3 1995 r. B EBpona. IIpusnara ce moakoxxHo
1pe3 JieH B fo3a 250 g, KoeTo ce paBHsABa Ha 8 MuUiIMoOHa MexyHapoaHu eaununu (1U).

HNurepdepon 6era-1a ce nmpousBexaa B 8¢ GOpMH.

®dopmara 3a unmpamyckyano npuioxeHue (Avonex) e ogodpena 3a aeuenue B CAILL mpe3
1996 roguna u B EBpona npe3 1997 r. Ilpunara ce Benubx ceamuuso 1o 6 munnona U (30 pg).

®dopmara 3a nedkoaxcno npunoxenue (Rebif) e omodpena 3a neuenne mpe3 1998 r. B EBpona
u mipe3 2002 r. B CAIL. ITpwnara ce 3 mbTu ceamuyno o 12 munuona IU (44 pg).

Ilecunupanuam unmepgepon 6ema-1a 3a nooxkoxycno npunoxcenue (Plegridy) e onoOpen
ot FDA u EMA npe3 2014 roauHa 3a jedeHne Ha MAIlUEHTH C MPUCTHIIHO-PEMUTEHTHA (popma Ha
MHOXeCTBeHa ckiepo3a. [Ipumara ce B no3a 125 ug na Bceku 2 ceqmuuu. [IbpBara amnukanus e
63 pg, Bropata - 94 g u mpu TpeTarta ce MocTaBs MIbJIHATA A03a. B pe3ynTar oT yabKEeHOTO BpeMe
Ha pe3opOIus ce yIbbKaBa IMONY)XMBOTA, CTAOMIHOCTTa M aKTMBHOCTTa M C€ HamalsBar
MHTEpBAINTE Ha TnpueM. HawmansBaTr KiIMpbHCA W HWMYHOTEHHOCTTa, 0€3 Ja ce TPOMEHs
0€30MacHOCTTa ¥ MOHOCUMOCTTA Ha MEJAMKAMEHTA.

C Bceku eauH OT TPHUTE CTaHAAPTHU OeTa HUHTEpPEepoHH ca MyOIMKYBaHH KIMHUYHU
MpOyYBaHUS IPpU OOJHU ¢ MPUCTHITHO-peMUTeHTHA (hopma Ha MC, moka3Baiy TSXHaTa €eKTUBHOCT.
HamansiBat rogumisara yectota Ha MPUCTHIUTE ¢ 0K0JI0 30%, KOETO ce MOAKPENs U OT JaHHUTE OT
MPT. Oxono 31% ot OGosHMTE HE TOJIy4aBaT MPHUCTHIU TPe3 MBbPBUTE 2 TOAMHU, BPEMETO 0
I'BPBUSAT MPUCTHI HAPACTBA ABOMHO, TEKECTTA Ha MPUCTHIIUTE HaMalsiBa U OPOsI Ha CPETHO TEKKUTE
U TeXKHUTE MpUCTHIU HaMamsiBa ¢ 50%. YapmkaBa ce BpeMeTo 3a HapacTBaHE Ha MHBAIHMIHOCTTA,
HamassiBa OposSIT Ha XOCHHUTANU3UpaHUTE OOJIHM W Ha Te3M NpPU KOUTO C€ Hajara JeUYeHUe ¢
koptuxkoctepouu. MPT noka3Ba HamanisiBaHe Ha OpOsl HA HOBUTE JIE3UH 3a €Ha roJiuHa cbe 75%.

Knunnyaute mpoyuyBaHusi ¢ MErwIupaHusT uHTepdepoH Oera-la moka3BaT HamaleHUE Ha
TOJUIIIHATA Y€CTOTa Ha MpUCTHIUTE ¢ A0 36% U HaMmamnsBaHe Ha MPOTPECHsITa Ha MHBAIUIU3UPAHE C
1o 38%. HamansBa ¢ 1o 67% Ha mosiBatTa Ha HOBHW WM yBenuueHU T ne3un, ¢ 10 53% Ha HOBH
xunonHTen3Hu T1 ne3un u ¢ 10 86% na nossara Ha Gd+ T ne3un.

buonocuuna axmusnocm na uHTepdepoH OeTa-1B € Hal-BHCOKa, clelBaHa OT Ta3u Ha
unTepdepoH 6eTa-1a 3a MOAKOKHO MPUIIOKEHHUE U € Half-c1abo n3pazeHa 3a uHTepdepoH dera-la 3a
WHTPAMYCKYJIHO TIPHJIOKCHHE BEAHBX CEAMHYHO, TIOpaad TO-MajKaTa CeJAMHYHA J03a.
buonorndHaTa akTHBHOCT Ha METHIIMpaHus HHTepdepoH OeTa-1a e moBHIleHa U TTO-pPaBHOMEPHA BHB
BpPEMETO B CpaBHEHHE ¢ OOMKHOBEHaTa (popma.

Knunuunama egpexmusnocm Ha Tpute Bujaa 6eta HHTEpPEpPOHU ChHIIO € pa3iuyHa. YeTupute
npenapara uHTepepoH OeTra HE ca B3aMMHO3aMEHSEMH M TpPU OOJHU C arpecMBEH XOJ Ha

3a00J151BaHETO M OBp3a MPOTpecus ce MPEANOoYnTa MpUIaraHeTo Ha uHTepdepoH Oeta-1B win Ha



28
nerunupanus uHTepdepoH Oera-la. ['omuirHaTa yecToTa Ha MPUCTHIUTE, TEKKUTE MPUCTHIHU U
OOJIHWYHUAT NPECTON HaMasiBaT HAall-MHOTO, a BPEMETO 10 MbPBHS MPHUCTBI € HAH-IBJITO MpU
rpynara OojHM JieKyBaHM ¢ uHTepdepoH Oera-1B. KnmHuuyHata epeKTHBHOCT Ha NETHWIMPAHUSA
uHtepdepoH Oera-1a e cxoaHa Ha epexkTUBHOCTTA Ha MHTEpdepoH Oera-1B 1 Oera-la 3a MOIKOKHO
MIPUJIOKEHNE U T0-BUCOKA OT Ta3u Ha uHTepdepoH Oera-la 3a uHTpaMmycKynHo npuioxenue. [lo-
pelKHUTEe alUIMKAlMK ca MO-YAOOHM M HMMaT MO-MaJKO CTPAaHWYHU €(PEeKTH, HO KIMHHYHATA MM
e(deKTUBHOCT € 1mo-ciada. Benpeku mo-cnadara kimHuIHA epeKTUBHOCT HA MHTep(depoH OeTa-1a 3a
MHTPAMYCKYJIHO MPWJIOXKEHHUE CIPSMO OCTaHAJIUTEe OeTauHTepPepoHH, NPEIBUJ IO-MaJIKOTO
CTPaHUYHH PEAKIIMH, 10-YJOOHOTO MPHUIIOKEHNE KAaKTO U MO-PSIAKOTO MPOAYLIMPAHE Ha aHTUTETIa TON
MOKE J1a C€ MpHJIara Mpyu MIIaau paboTey NaueHTH C MaJIKa JaBHOCT Ha 3a00JIIBAHETO U HE BUCOKA
akTuBHOCT. [lernmmupanusar uarepdepon Oera-1a 3a MOJKOKHO MPUIIOKEHUE CHIIO € TOAXOIAN 32
MJIaJId U pabOTelH MAlUeHTH, TOPAIU MO-PEIKUTE alUTUKAIIIH.

Heympanusupawu anmumena ce obpasyear npu 10 mo 35% ot OonHUTE JEKyBaHH C
uHTephepoH Oera ciex 1 roauHa, KOETO BOAM O HaMallsiBaHE Ha KIIMHUYHATA epeKTUBHOCT. Haii-
CHJIHO MMYyHOTeHEeH e uHTepdepoH Oera-1B (35%) mopagm mo-4ecTUTE AarIMKaIHH, I0-CIado
untepdepon Oera-la 3a moakoxkHo mnpunoxenue (15 no 23%) u Hali-clabo WMYHOTEHEH €
uHTephepoH OeTa-1a 3a MyckyiaHO npuitoxenue (2 10 5%). Camo 1-3% OT manueHTUTe JIEKyBaHH €
nerunupadl uHTepdepoH Oera-la pa3BUBaT NEepcUCTUpAIld HeyTpanusupauy anturena. Cruen
M3BECTHO BpPEME HEYTPAIM3UPAIIUTE aHTUTENIA MOTAT JIa M34Ye3HAT M KIMHUYHATA €(PEeKTHBHOCT OT
IpUaraHeTo Ha MeJIMKaMeHTa /1a C€ Bb3CTaHOBH.

Korato HsiMa BB3MOKHOCT J1a Ob/IaT M3CIEABAHN HEYTPaIM3UpAIIUTE aHTHTEIAa IpOMsIHATa
Ha TepanusATa CTaBa Bb3 OCHOBA HA KIMHUYHHTE TMOKaszarenu. [losBaTa Ha aHTHTENa KbM €IUH OT
OeTanHTEpPEPOHNUTE 03HAUABA, YE HAMA CMUCHII OT IIPEMHHABAHETO KBbM JPYT HHTEP(PEPOH, 3aII0TO
ca HaJuIle KPbCTOCAaHU peakluuu Mexnay uHtepdepoH PB-la u B-1b. TakuBa KpbcTocaHU peakuuu
obaue He ce Ha0JIro1aBaT KbM JIPYTHTE MEAMKAMEHTH, KOETO 03HauaBa, 4ye MpH 3aryda Ha KIIMHUYHATA
e(EeKTUBHOCT OT MpHJIaraHe Ha MHTePPEPOHU MOXKE J]a ce TIPEMHUHE KbM JPYT METHUKAMEHT.

Cmpanuunume egexmu OT JeuyeHUeTo ¢ HMHTepdepoH OeTa W MerwimpaHus UHTephepoH
BKJIIOYBAT JIOKAJHU KOKHU pPEaKLUUH, CHMIITOMH HAmoJoO0sBallld MPOCTYAHO 3a0oJsiBaHe
(TemnepaTypa, TpecKa U MUAJITHS ) U PSAAKO YMOpa, BIIOIIIaBaHEe Ha JIeTIPpECcHsTa, acCTeHUs, II1aBodome,
MOBHIIIABaHEe HA HUBOTO HAa TPaHCAMHHA3HTE, UTONCHHS, THPEOUHN aOHOPMHOCTH. CUMIITOMHTE
HaroA00sBaIIN MPOCTYIHO 3a00JIsIBaHE ca Hal-U3pa3eHU Ipe3 MbPBUTE 24 yaca ciiel Mpujarane Ha
I'bpBaTa J103a M u3ue3Bar 3a 6 — 7 nuu. [lo-u3paszenu ca npu npuiiaraneTo Ha HHTEpQepoH Oeta-1B,
nopajyd MO-4eCTUTE aruMkauuu. Te ce moBiausBarT J00pe OT MpujlaraHe Ha HECTEPOUIHU
MPOTHBOBB3MATUTEIHN MeaukaMeHTn (ibuprofen, aspirin) €THOBPEMEHHO CBhC 3allOYBaHE Ha

nedeHueTo. JIokaaHUTEe KOXKHM PEaKIMM Ce penylupar upe3 oOydeHHe Ha OOJHUS WU CECTpUTE
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KOUTO arulMiupar MeIWKaMeHTa B J00pa TeXHUKAa Ha MH)KEKTUpPAHE U WHKEKTUPAHE B Pa3IMyHU
00JIaCTH Ha TSJIOTO IO CXEMa.

Glatiramer acetate (Copaxone, Remurel) e peructpupan npe3 1996 ronuna or FDA, a pe3
2000 r. m ot EMA, 3a yleyeHue Ha ManMEeHTH C MPUCTHITHO-PEMUTEHTHA (pOopMa Ha MHOXKECTBEHA
ckiepo3sa. [Ipunara ce exxeHeBHO MMoAK0XKHO B 103a 20 mg/ml. [IpencrasisBa MojeKyia CbcTaBeHa
OT CHHTETUYHM TOJHUIEHTHIN, ChIbpIKALIM YeTHpU aMuHOKHcenuHu: L-glutamine, L-lysine, L-
alanine u L-tyrosine BbB (pUKCHpPAHO CHOTHOILICHHE.

MexaHu3MbT Ha JCHCTBHE € CBBp3aH ¢ oOpasyBaHe Ha crenuduyHu glatiramer acetate-
peaktuBHU mnpeaumHo T2 xemmepHu (Th2) kieTku, KOUTO MNPOAYHHUpPAT AaHTUUH(MIAMATOPHH
muToKkuHU. [loTHCKa ce akTHBanuUsATa HA MHUEIMH Oa3WMYHUS MPOTEHH OT PEaKTUBHUTE T XennepHH
(Th1) kneTku, KOUTO MPOAYIUpAT nponHGamaTopau uTokuHK. Glatiramer acetate-peaxtuBaure T
KIJIETKU CeKpeTupat Mo3bueH HeBpoTpoduueH dakrop (BDNF), koiiTo yckopsiBa Bb3CTAaHOBSIBAHETO
Ha YBpPEICHHWTE AaKCOHU M HEBPOHM U CTUMYJIHpa peMueanHuzanusata. OCHOBHHUAT e(exkT Ha
MEIMKAMEHTa € CBBp3aH C IIOTHCKAaHE Ha BB3MNAJICHHETO W AaBTOMMYHHHTE OTIOBOPU NpHU
MHOYKECTBEHA CKIIEPO3a.

Knunnuno namansBa ¢ 30% uectorara Ha mOpuUCThIUTE, Opost U obOema Ha HOBUTE U
HapacTBaHeTO Ha ctapure miaku npu MPT uscneasanero.

Glatiramer acetate 40 mg/ml 3a OAKOXHO NMPUJIOKEHUE 3 MBTU CEIMUYHO € OJ00PEH Tpe3
2014 roguna ot FDA u EMA 3a nedeHue Ha NpPUCTHIIHO-PEMUTEHTHA (opMa Ha MHOXKECTBEHA
ckiepo3a. Mma chbmiata kiIMHMYHA €(EKTUBHOCT, KAKTO M CTaHaapTHata jgo3za oT 20 mg/ml
€)KEHEBHO.

Cmpanuynume peaxyuu ca JJOKQTHU: 00JIKa, €pPUTEM, IIPYPHT, Bb3IIaJICHUE U BTBBPSIBAHE HA
ThKAaHUTE, KOWUTO TMPEMHHABAT CIOHTAaHHO. PsIKO Tpeaw3BUKBAa yMoOpa, JENpecHsi, acTeHUs W
riaBo0oJIMe, alepruuHU U TOCTHHXKEKIIMOHHN CUCTEMHH peakiuu. He mpeau3BUKBa CUMIITOMH Ha
MPOCTYAHO 3a00JIBaHe.

[Tpenu3BuKBa 00pa3yBaHETO HA HEYMPAIUZUPALU aHmMumend, KOUTO JOCTUTAT CBOS TTHK 3 10
6 Mecera clieJl HA4YaJOTO Ha JICYCHHETO, ClIe]] KOETO HamassBaT. AHTHTEJaTa HE HamalsBaT

TCpallCBTUYHATA C(I)CKTI/IBHOCT.

Kpurepun 3a 1edeHne Ha MHOKeCTBeHATAa CKJIepo3a ¢ 0era nHTepdeponu u glatiramer
acetate NpM NalMEHTH C IPUCTHIIHO-PEMUTEHTEH X0/ Ha 3200/I1BAHETO
I. BkirouBammu
1. JlnarHo3a MHO>KECTBEHA CKJIepo3a Mo peBu3upanute npe3 2024 r. [uarHOCTUYHU KPUTEPUU HA
McDonald

2. Be3pacr Hax 16 roqunm (Haz 18 r. 3a glatiramer acetate u neruupan 6eta uHTEpHEPOH)
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3. MuBamuaHocT 10 5,0 mo ckanarta Ha Kurtzke
II. M3karouBamu
1. IpuapyxaBamy XpOHUYHU 3a00JsBaHMS, KOUTO CKbCSIBAT MPOABIKUTEIHOCTTA HA KUBOTA
(aJIKOXOJIM3BM, IEMEHITUS, TICUX03H, 3JI0Ka4eCTBEHH HOBOOOPa3yBaHHsI, KOUTO HE Ca B PEMHUCHS ).
2. BonHu ¢ Texka aenpecus U CyMIMAUTET 110 BpeMe Ha JIeYeHUEeTo (caMo 3a 0eta HHTEepPEPOHH)
3. bpemenHocT (10 TpereHKa, CpsiMO KOHKPETHATA TepaIvs U CpoKa Ha OPEMEHHOCTTA)
II1. JIeyeHnue He ce MPUJIATA WK AKO € 3aII0YHATO Ce CIMpa npu:
1. 3abpeMeHsiBaHe Ha TalMeHTKa (IO TPEIEHKAa, COpSIMO KOHKPETHAaTa Tepamus W CpoKa Ha
OpEeMEHHOCTTA)
2. Cepro3HU CTPAHUYHU PEAKIIUH OT JICUCHUETO
3. CucTeMHO Hecna3BaHe Ha JiedcOHaTa cxeMa OT OOJIHUS
4. Jlunca Ha KJIMHWYHA €PEKTHUBHOCT OT JIedeHHETO (2 W IMoBeue MpHCThIA 3a | roawHa WU
HapacTBaHe HAa HWHBAJIUAHOCTTA 1Mo ckanata Ha Kurtzke ¢ 1 T.), unu yBenuuaBane Ha T ne3uute
(moHe 2 HOBHM Jie3un), B cpaBHeHue ¢ npeaxonno MPT uscnensane.
5. Tlpu nexyBanute ¢ Oera wHTepdepoHm 0€3 KIMHUYHA CPEKTUBHOCT W/WIM HAIMYHE Ha
HEYTPAJIM3UPALLM AHTUTENA MOXE Ja C€ MPEMHHE Ha JAPYTH MEIMKAaMEHTU OT IbpBa WJIM BTOpa
JINHHKS, B 3aBUCHMOCT OT aKTUBHOCTTA Ha 3a00JIIBaHETO
6. Ilpu nurca Ha €PEeKTUBHOCT OT MEIWKAMEHTH Ha IbpBa JIMHUS MOXKE Ja Ce NMPEeMHUHE Ha
MEIUKaMEHTH OT BTOpA JIMHUS
7. locturane Ha uaBamuaHocT 6,0 mo ckanara Ha Kurtzke
8. Jlocturane 10 Bb3pacT 59 roAWHU U JUICA HA aKTUBHOCT Ha 3a00JSBAHETO Mpe3 MOCIETHUTE 2

T'OJWHHU.

Dimethyl fumarate (Tecfidera) e yrespaen or FDA u EMA npe3 2013 r. 3a nedyeHue Ha
npucThIIHO-peMuTeHTHa opma Ha MC. [lpunara ce nepopanHo, Mpu ManueHTH Mexay 18 u 65
roauirHa Be3pact. Hauannara no3a e 120 mg nBa mbtu 1HeBHO. Crep 7 JHU 103aTa ce yBearu4aBa J0
240 mg nBa nbTM JHeBHO. [lpencraBnsBa JepuBaT Ha  (pymapoBaTa KHCEIHHA C
IIPOTUBOBB3NAIUTEIHHN, IUTONPOTEKTUBHI 1 UMYHOMOAYJIMPAIIH CBONCTBA.

AKTHBHpa TPAaHCKPUNIIMOHHUS ITBT Ha siapeHus pakrop Nrf2. ToBa Boau 10 cTUMyNIHpaHe Ha
CHUHTE3aTa Ha NPOTHUBOBB3MAIUTEIHH HHTEPJICBKUHU, HaMalliBaHe Ha MPOMH(IaAMaTOPHUTE
IIUTOKWHHU, CTUMYJIMPaHE EKCIpecusiTa Ha AHTHOKCHAAHTHH M JETOKCH(PHUKAIIMOHHU EH3UMH,
MOTUCKaHE Ha TUM(OLUTHATA aKTUBAIMS U HAMAJSIBAHE HA JICBKOLIUTHUTE aIXE3MOHHU MOJIEKYIIH.

KimHn4HeMTE MpOy4YBaHUA NTOKA3BaT PEeAYKIMs HAa TOJUIIHATA YECTOTA HA IPUCTHINUTE C 44 -

53%. HamansBa pucka oT mporpecusi Ha MHBanMan3upanero ¢ 10 38%. HamansaBa ce n pucka or
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nosiBata Ha Gd+ ne3uu ¢ 74% 1o 90%, 1 nosiBaTa HAa HOBU WJIN yBEJIWYEHH T2 XUNIEPUHTEH3HU JIE3UH
¢ 71% no 85%.

Cmpanuynume peaxyuu ca 3adepBsBaHe, TUapus, rajJieHe U KOpeMHa OoiKa MpeIuMHO B
HAYaJIOTO Ha JIYEHUETO (IIpe3 MbPBUS MECEll), HO MOTaT J1a MPOABJIKAT J1a Ce MOSIBSABAT MEPUOIUYHO
B X0J1a Ha JIeueHHueTo. Bb3MokHa € TuMQoneHus U ca peructpupanu 4 cinydas Ha PML, cBbp3Banu
c TpaitHa uMmdonenusi. BpemenHo HamassiBane Ha no3ata 10 120 mg aBa mbTH AHEBHO HaMajsiBa
nosiBaTa Ha HEXEJNaHuTe peakiuu. B pamkure Ha 1 Mecen TpsOBa 1a ce Bb300HOBH MPUEMBT Ha
npenopbyuTEIHaTa 71032 OT 240 mg ABa MBTU THEBHO.

Ilpomusonoxazan € TpU TEepCUCTHpalla TexKa JUMQOIEHUs, TeKKO YEepHOAPOOHO WU
O0BOpeuHo 3a00IsBaHE.

Hsma nannu 3a oOpaszyBaHe Ha Heympanusupawu anmumernd.

Diroximel fumarate (Vumerity) e yresbpaen ot FDA npe3 2019 r. u ot EMA npe3 2021 .
3a JieueHue Ha mpucThiHO-pemuTeHTHa (hopma Ha MC. [lpunara ce mepopanHo, HpU MAIUEHTH
Mexay 18 u 65 rogumna Be3pact. Hauannara no3a e 231 mg nsa nbtu qHeBHO. Ciien 7 1HU Ao3arta
ce yBenmnyaBa 10 462 mg nBa mbTH THEBHO. [IpencraBisiBa nepuBar Ha (hymapoBara KHCEIHMHA C
MPOTUBOBB3MNATUTETHH, IUTOMPOTEKTUBHI U UMYHOMOYJIHPAIIH CBOHCTBA.

[Tomobno ©Ha dimethyl fumarate, diroximel fumarate ce wmertabonusupa 10
MOHOMETWJI(PyMapaT, KOHTO OKa3Ba CBOAT €(DEKT Upe3 aKTUBUPAHETO HA TPAHCKPUIIIMOHHUS BT HA
anpeaust ¢akrtop Nrf2. ToBa Boau [0 cTUMylMpaHe Ha CHHTe3aTa Ha MPOTHBOBB3NAIUTEIHU
MHTEPJIEBKMHU, HaMallsiBaHe Ha NPOMH(IAMAaTOPHUTE LUTOKHHU, CTUMYJIHpaHE EKCIIpecHusara Ha
AHTUOKCUJIAaHTHU U JETOKCHU(PHMKAIIMOHHM E€H3UMH, MOTHCKaHE Ha JUMQOIUTHATAa aKTUBALMS U
HaMaJlsiBaHe Ha JIEBKOLIUTHUTE aJXE€3MOHHU MOJIEKYJIH.

Knuanunara edextruBHOCT Ha diroximel fumarate ce 6a3upa Ha Mpoy4YBaHHATA TPOBEICHHU C
dimethyl fumarate, mopagu ¢akrta, ye OMOHAJIMYHOCTTa HAa MOHOMETWI(ymapaT (aKTHUBHHUAT
MeTa0OJIUT Ha JIBETE JEKapCTBEHU CPEACTBA) € UIeHTHYHA. ToBa npeArnoara HAeHTUYHN Pe3yJITaTh
[0 OTHOIIEHHE HaMaJsBaHETO Ha YecToTaTa Ha NPUCTBIMTE, HAa pUCKA OT MpOrpecus Ha
MHBaJINIU3UPAaHETO, KAKTO M HaMallsiBaHe Ha pucKa oT mnosiata Ha Gd+ ne3un U mosiBaTa Ha HOBU
WIN yBeNU4eHHU T2 XUNIepUHTEH3HHU JIE3UU.

Cmpanuunume peaxyuu HanoAo00sBaT Te3u, KOUTo ce Habmoaasar u npu dimethyl fumarate,

HO NpoduiIa Ha TOHOCUMOCT € MO-A00bp. 3auepBsiBaHE U OPEIIY BBJIHU Ca ChbOOIIEHNU ChOTBETHO
mpu 32,8% u 1,6% ot manuenture, cpemy 40,6% u 0,8% ot manuenture, nekyBanu ¢ dimethyl
fumarate. CToManIHO-4peBHU HEKEIAHU peakuy (Auapus, TajeHe, KopeMHa 00JIKa U MOBPBIIAHE)
ca HaOmronaBanu npu 34,8% ot nmanuentute, cpemty 49,0% ot mauueHTure, JiekyBanu ¢ dimethyl
fumarate. Bp3mMokHa € mosiBata Ha JTUMQOTICHUS, KaTO MPU MAIMEHTH ¢ Opol Ha JTUMQOITUTHTE

< 0,5 x 10%/L, ko¥iTo mepcucTHpa 3a >4 CeAMUIM € MPENOPBHUNTETHO CIUpaHe Ha JIEYEHHETO.
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Kakto u mpu dimethyl fumarate, mpoabmkuTenHa yMepeHa Wiau TEXKa JUMQOTICHUST yBeIn4YaBa
pucka ot passurue Ha [IMJI.
Ilpomueonoxaszan € TPU TIEPCUCTHpAIIA TEKKa JUM(OIEHUS, TEKKO YEPHOAPOOHO WU
O0bOpevHo 3a001sBaHe.

Hsma nannu 3a o6paszyBaHe Ha Heympanusupawu anmumerda.

Kpurepumn 3a npuiiarane Ha jiedenue ¢ dimethyl fumarate n diroximel fumarate npu
NAUMEHTH ¢ NPUCTHIIHO-PEMUTEHTEH X0/ Ha 3200/15IBAHETO
I. BkirouBamm
1. Jlnarno3a MHOXeECTBEHa CKJIEpo3a Mo peBuszupanurte mnpe3 2024 r. TMarHOCTUYHU KPUTEPUU HA
McDonald
2. Bu3pact Haj 18 rogunu
3. MuBanuaHocT 10 5,0 mo ckanara Ha Kurtzke
I1. U3kiarouBamm
1. BpeMeHHOCT ¥ KbpMEHE WM TUIaHHpaHa OpEMEHHOCT.
2. [MarmenT ¢ UMyHOAEUIIUTEH CUHIPOM WM IPOBEXK AT UMYHOCYIIPECUBHA TEPAIHsI
3. AKTHBHM OCTPH WJIM XPOHUYHU UHPEKINH (XeNaTUuT, TyOepKyJ03a)
4. Heomniazmu, ¢ M3KJIIOUEHUE HA KOXKEH 0a3aTHOKIIEThYEH KapIUHOM
5. Texko 4epHOAPOOHO YBpeKIaHE
II1. JIeyenue He ce MpUJIara WM aKo € 3a104YHaTO ce CIUpPa NpH:
1. 3abpemeHsiBaHE Ha MAllMEHTKA
2. Cepro3HU CTPAHUYHU PEAKIIMH OT JICUCHUETO
3. CucreMHO Heclla3BaHe Ha JieyeOHaTa cxema oT OOJIHUs
4. Jlunca Ha KIUHUYHA €(pEKTUBHOCT OT JIeYEeHHETO (2 W MoBede MPUCThIa 3a | ToAMHA WM
HapacTBaHe HA MHBAIMIHOCTTA 1Mo ckanara Ha Kurtzke ¢ 1 T.) unu yBenuuaBane Ha T» ne3unte (moHe
2 HOBHU JIe3UM), B cpaBHEeHHE ¢ ipeaxoaHo MPT uscnensane.
5. Ilpu nurica Ha ePEeKTUBHOCT OT MEIUKAMEHTH Ha IIbpBa JIMHHUS MOXKE J1a C€ MPEMUHE Ha IPYTH
MEANKAaMEHTH OT ITbpPBa WJIK BTOPA JIMHUS B 3aBUCHMOCT OT aKTUBHOCTTA Ha 3a00JISBaHETO
6. locturane Ha uaBanmuaHocT 6,0 mo ckanara Ha Kurtzke
7. Hdocturane mo BB3pacT 59 roavHu U JIUMIICA Ha aKTUBHOCT Ha 3a00JIIBAaHETO Mpe3 MOCIEAHUTE 2

TOJTUHMU.

Heo0xoaqummu u3cieABaHusi 1 KOHTPOJHU nperyieau npu Jedyenue ¢ dimethyl fumarate u
diroximel fumarate

1. Ilpeou 3anousane na neuenue:
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1. AxkryanHu uscnenBanusi (Do | - MeceuyHa AAaBHOCT) Ha I'bJIHA KpbBHA KapTHUHA, CEPYMHH
TpaHCAMHHA3H U OWIMPYOHH, ypesi U KpeaTHHHH.

1I. Ilo épeme na neuenuemo:
1. Ilpocnensieane Ha OwnOpeuHara (yHKIUs (ypes, KpEaTHHMH W ypUHA) U HA YEPHOAPOOHHTE
TpaHCaMMHAa3M Ha 3-TU U 6-TH Mecell OT Ha4aJIOTO Ha JICYEHUETO KaKTO U Ha 6 uiu 12 MeceueH nepuoa
CJIe]] TOBA.
2. IlepuogmuHo mpocnensBaHe Ha BCeku 6 Mecella Ha MbJIHA KPbBHA KapTHHA C €XKEMECEUHO
mouuTopupane Ha JIKK npu 6poit na numdonutute oz 0,8x10°/L 1 ipeycTaHOBsIBaHE HA JT€YEHUETO
1pu cnafane Ha 6pos Ha muMdonuTute mo 0,5x10%/L, 10 Br3cTaHOBABaHE HA TUMMOLMTHHUS OPOii.
3. [NanmenTuTe TpsIOBA Ma CHOOIIABAT HA JIGKYBAIIXS JIEKap 32 BCAKAKBU MPU3HAIM M CUMIITOMH Ha

nHpEKIIHs.

Teriflunomide (Aubagio, Boxarid, Clefirem, Terebyo, Teriflucon, Teriflunomide
Pharmascience, Teriflunomide Zentiva) e yTBbp/JeH 3a JIe4UeHHE HA MPUCTHITHO-PEMUTEHTHA (hopma
Ha MHOXXecTBeHa ckiiepo3a oT FDA u EMA, cvorBeTHOo nipe3 2012 u 2013 roauna. Ilokasan e 3a
JICYCHUE Ha TMAaIMEHTH Ha BB3pacT Mexay 10 u 65 r., ¢ MpUCTHIIHO-PEMUTEHTHA MHOKECTBEHA
ckieposa. [lpunara ce B no3a 7 mg u 14 mg egHokpaTHO AHEBHO, mepopanHo. [IpencraBnssa
MypUHOB aHAJIOT, akTUBEH MeTabonuT Ha leflunomide, ¢ uMyHOCYynIpecHBHU CBOICTBA.

brnokupa HEMBIIHO U BH3BPATUMO MUTOXOHIPUATHUS €H3UM AUXUAPOOPOTAT IEXHUIPOreHasa,
C KOETO HapylllaBa CHHTE3aTa Ha MHUPUMHIWHU, HeoOXomumu 3a Obp3o nemstmmre ce B u T
mumdornuta. [lotncka abHOpMHATA TiposHdeparus u akTUBaNuATa Ha maToreHHuTe T u B KieTkuTe.
Upes To3uM HUTOCTATH4YECH €(eKT MOTHUCKAa HUMYHHHUTE OTTOBOPH CBBpP3aHM C AKTUBHOCTTa Ha
3abomnsaBaneTo. JIuMporuTTe B MOKOM HE ce yBpEkKAAT, T€ MOTar J1a ce AeAT U npoiaudepupar Ha
HUCKO HUBO, KaTO M3I0JI3BAT HAJTMYHUTE MUpUMUANHA. [Topaauy Ta3u nmpuarHa MPUIOOUTHST TIPEIH
TOBA KJIEThYEH UMYHUTET HE c€ I'yOU U pUCKBT 32 MH(EKIIMO3HU 3a00JI1BaHNs HE HApacTBa.

KimmHuyHATE TIPOYYBaHUS P MAIIMEHTH ¢ TPUCTHITHO-PEMUTEHTHA ()OpMa Ha MHOKECTBEHA
CKJepo3a TOKa3BaT, Y€ HamalsBa TOAMIIHUA Opoil Ha NPUCTBIUTE W TPOTpPEcHsATa Ha
unBanuauzanusTa ¢ 30%, 6post Ha aktuBHuTe U HOBU MPT ne3un ¢ 60%, a Ha ycuiaBamure ce ¢
gadolinium ne3un - ¢ 80%.

Cmpanuunume eghexmu BKITIOYBAT MHPEKIIMHA HA TOPHUTE JUXATEITHU ITBTHUIIA, TJIABOOOIIHE,
auapus, TaJeHe, alonenus Wik U3ThHSIBAaHE Ha KOcaTa, MOBUIIEHO KPHBHO HAJISTaHE W TOBHILECHU
KOHIICHTpAaLlMU Ha alaHuH aMmuHoTpaHchepazara (ALT). B eauHuyHu ciaydan ca yCTaHOBEHHU
TOKCHYHA YepHOApOOHA HEKPO3a, MAHLIUTONeHUs 1 TepaToreHHH edektu. [Ipu gena ca HabaoqaBaHu

ClIy4au Ha TTaHKPEATHUT, TIOHSIKOTa OCTB], CIIE] MECEIH 10 3 TOANHH.
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Kpurepun 3a neyeHne Ha MHOKeCTBeHATA cKJepo3a ¢ teriflunomide npu manuenTn ¢
NPUCTHIIHO-PEMUTEHTEH X0/ Ha 3200/I1BAHETO
I. BkirouBammu
1. ImarHo3a MHOKECTBEHA CKJIepo3a 10 peBu3npanute npe3 2024 r. ITMarHOCTUYHU KPUTEPUU HA
McDonald
2. Bw3pact Hazg 18 rogunu
3. MuBanuaHocT 10 5,0 no ckanarta Ha Kurtzke
1. U3karouBamu
1. Texxku UMYHOAC(DUIIUTHU CHCTOSHUS
2. Texxka akTUBHA MHPEKIUS 0 03paBSIBAHE
3. 3HauMMO HapylleHHEe Ha KOCTHOMO3bUHATa (YHKUWS WM 3HAaYMMa aHEeMHsl, JIeBKOIICHUS,
HEYTPOTEHUS UITN TPOMOOIIUTONICHUS
4. Texxko 4epHOAPOOHO yBpexKIaHe
5. Jlnanuza
6. Texxka XunonpoTeMHEMHUS
7. Bp€MEHHOCT W1 KbPMEHE
II1. JIeyenue He ce MpUJIara WM aKo € 3a104YHaTO ce CIUpPa NpH:
1. 3a0pemensiBane Ha mnanueHTka. [IpemopbuBa ce mpoleaypa 3a YCKOPEHO €JIMMUHUpPAHE 3a
MMOCTUTaHE Ha I1a3MeHa koHieHTpamus nox 0,02 mg/L.
2. Cepro3HU CTPAHUYHU PEAKLIUH OT JICUEHUETO
3. CucreMHO Hecla3BaHe Ha JieyeOHaTa cxema OT OONHUS
4. Jlunca Ha KIMHUYHA €(QEKTUBHOCT OT JIEYEHHETO (2 M IMoBedye MpHUCThIa 3a | TroAauHa WiIH
HapacTBaHE HA WHBAJIUIHOCTTA 1o ckajaTta Ha Kurtzke ¢ 1 T.) unum yBennuaBane Ha T» ne3uunte (moxe
2 HOBHU JI€3UH), B cpaBHEeHHE ¢ ipeaxoaHo MPT uscnensane.
5. Ilpu numnca Ha epEeKTUBHOCT OT MEAMKAMEHTH Ha MbPBA JIMHUSA MOXKE J]a Ce MPEMUHE Ha JAPYTH
MEIUKaMEHTH OT IIbpPBA WM BTOpA JMHUSA B 3aBUCHMOCT OT aKTHBHOCTTa Ha 3abonsBanero. [Ipes
Mepuo/I, paBeH Ha 5 momyxuBoTa (3,5 Mecera), 3a0YBaHETO Ha Apyra Tepamus BOIHU /10 aIUTHBEH
adeKT BppXy UMyHHATa CHUCTEMa M Hajlara MOBUIIIEHO BHUMAHHE.
6. locturane Ha naBanuaHocT 6,0 mo ckanara Ha Kurtzke.
7. Hdocturane mo BB3pacT 59 roavHu U JIUMIICA Ha aKTUBHOCT Ha 3a00JIIBAaHETO Mpe3 MOCIEAHUTE 2

TOJTUHMU.

Heo0xoauMu u3cieABaHUs 1 KOHTPOJIHU NperJieau npu jJedyenue ¢ teriflunomide

L. IlIpeou 3anoueane na neuenue:
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1. Axtyannu wuscnenBanus (10 1 - MeceyHa JaBHOCT) Ha IIbJHA KPbBHA KapTHUHA (BKIIOUUTEITHO
mudepeHIuatHO OpoeHe Ha Oenu KpbBHU KIETKM W Opoll Ha TpOMOOLMTHTE), alaHUH
amuHotpancdepasza (ALT/SGPT) u kpbBHO HajsTaHE.

1I. Ilo épeme na neuenuemo:
1. Ilepuognuno npocneasBane Ha yepHoapoOHuTe ensumu ALT (SGPT) — Ha Bceku 4 cenMunu npes
bpBUTE 6 Mecela U peloBHO ciieq ToBa. KoraTo ce mpuiara npu MalMeHTH € MpealiecTBallu
4epHOAPOOHU HApYIIEHHS, YePHOIPOOHUTE EH3UMU TPsIOBa Ja Ce OLICHABAT Ha BCEKU 2 CEIMUIIH MIPE3
I'BPBUTE 6 Mecella OT JICYCHUETO U Hali-MaJIKoO Ha BCEKH 8 CeAMMUIIM clie/l TOBA, B MPOABHKEHHE Ha 2
roauHu OT Hadanoto Ha jedeHueto. [Ipu ALT/SGPT mexny 2 u 3 mbTH HaJ TOpHATa TpaHHIlA Ha
HOpMaTa, IpoCIIeIsIBaHeTO TPsAOBa J1a ce N3BbpIIBa exxeceAMUYHO. [Ipu noBuiieHue 3 mbTH HaJl TOpHA
rpaHuIila Ha HOpMaTa TpsOBa JAa ce OOMUCIH MIPEYCTAaHOBSIBAHE HA TEPANHUAITA.
2. IlbnHa KpbBHA KapTHHA C€ M3CJIEBA CIOPE] CHUMMOTOMUTE (Hamp. MHPEKIWH) MO0 BpeMe Ha
JICYEHUETO.

3. KoHTpou1 u JieyeHre Ha NOBUILIEHOTO KPbBHO HAJISITAHE.

KannuyHata e@QeKTHBHOCT Ha MEIUKAaMEHTHTE OT MbpBa JHHHUS Ha JICYCHUE
oerauntepdeponu, glatiramer acetate 20 u 40 mg/ml u teriflunomide e cxogHa U € Mo-HHCKA OT
epextuBHOCTTa Ha dimethyl fumarate. intepdepon OGeta-1B mpennsBuKBa Hall-4eCTO aHTUTENA U
Hal-MHOTO HEXEJTaHW CTPAaHWYHH peakuuu. [Ipu mosiBa Ha aHTUTENa KbM Oera MHTEp(EpOHUTE,
Heo0pa KIMHUYHA €()eKTUBHOCT MJIM MOBHILABAaHE HAa aKTUBHOCTTA Ha 3a00JIIBaHETO MOXKeE Ja ce
MpeMHHE KbM JPYT MEIUKAMEHT Ha IbpBa WJIM BTOpA JTUHUS, B 3aBUCHMOCT OT aKTHBHOCTTA Ha
3abomnsBanero. He ce mpemopbuBa NpeMHWHABaHE KbM IEpOpalHa Tepamusi 0e3 MEIUIIHCKO

ocHOBaHHE (CyOe(eKTUBHOCT HJIM HETIOHOCUMOCT), CaMO 3apail yI00CTBO Ha MalMEHTA.

HenosiusiBanero ot jieueHue ce feprHIpa KaTo MosiBa Ha MOHE 2 KIIMHUYHU MPUCTHIIA WIN
3a4eCTABAHE HA YECTOTAaTa U TEXECTTa Ha IPUCTBIIUTE, B CPABHEHUE C NPEAXOJHATa FOJMHA WIH
HapacTBaHe Ha MHBAJIMJHOCTTA Mo ckanata Ha Kurtzke ¢ 1 T. nim yBennuaBane Ha T2 ne3uute (MoHe

2 HOBHU JIe3UM), B cpaBHEeHUE ¢ TipeaxoaHo MPT uscnensane.

JleueHuero Ha pa3inyHuTe (GOpMH HA MHOKECTBEHATa CKJepo3a uMa Crenu(puIHd
0COOCHOCTH.

[TarueHTHTEe ¢ KIMHAYHO H30JMPAHH CHMITOMH, IIPH KOUTO JHMAarHo3ara MHOXKECTBEHA
CKJIep03a HE MOXKE BCE OIIe /1a ce MOCTaBH, Ca C BUCOK PHUCK 3a BTOPHU MPUCTBHII, KOTaTO JUarHo3ara
BC€UYC IS 6’[),[[6 CI/IprHa. HequHCTO Ha TE3U IMallUCHTHU 3363.BSI BB3HUKBAHCTO Ha CJICABaIIN HpI/ICT'bHI/I

" IIOCTaBAHETO HA CUT'YpHa AWArHosa. HpI/I nalueHTH, KOUTO UMar 0COOCHO aKTHBHA Haxoaka Impu
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MPT u3scnensanero, u3paszeHa B MHOKeCTBO jie3uu (10-20 ne3un), KaKTo ¥ ¢ MHOKECTBO 3aCHITBAIIN
ce OT KOHTpacT JIe3WH, IpernopbuyBaMe 3allOYBaHE Ha JIEYEHHUE C MOJUQPHUIMpAIIM XOAa Ha
3a0onsBaHeTO MenukaMmeHTd. llpu mamuwentu ¢ mo-OemHa Haxoaka ot MPT wm3cnensanero,
MOKa3Ballla MMo-MajKka aKTUBHOCT Ha 3a00JISBAaHETO € BH3MOXKHO Ja Ce M34Yaka CIe/ABalll MPUCTBHIL,

KoraTto guar"Hosara i€ MOo>Ke aa Cc€ IoCTtaBu U CJICA TOBa da CC 3a1I0OYHE JICUCHUCTO.

B nHauyajoro Ha 3360J1ﬂBaHeT0, NnNpH KIIMHAYHO H30JJUPAHA CUMIITOMH C€ IIpUJjIarart:

e MeaukaMeHTH MOAU(GHUIIUPAITN X012 Ha 3a00JIIBAaHETO OT IIbPBA JIMHUS

JleueHneTo HA MPHCTHIIHO-PeMHUTEHTHATA (opMa HA 3a00JIIBAHETO C MEIUKAMEHTH OT
'bpPBa JIMHHS, MOAU(DUITUPAIIIA HETOBHS XOJI TPSIOBA J1a 3aII0YHE C TOCTABSHE Ha TUarHo3ara, ¢ Oriie]l
npeaoTBpaTsaiBaHC HAa HOBHU JIC3UMU. Pannoro neuenue Mmoxke Ja MPOMCHH CCTCCTBCHHUAT XOI Ha
3a00JIIBaHETO, KATO HAMAaJIM YECTOTaTa U TEKECTTa HA MPUCTHINTE, 3a0aBU MPOTPECUSTA, ITOSBATA
Ha WHBAJIMJHOCT U HETPYI0CHOCOOHOCT (cpeaHo ¢ 18 mecerna), mogo0pu Ka4yecTBOTO HA JKUBOT U
yABIKY kuBOTa Ha OonHUTe. [Ipu mamuenTu ¢ BucokoaktuBHa MC MoKe /1a ce 3almo4yHe HampaBo

JICUCHUC C MCIMKAMCHTHU OT BTOpA JIMHUA.

e HepomorsT TpsibBa ma ompexenu Qopmara Ha 3a00NsSBaHETO W Ja B3EME pEIICHUE 3a
3aloYBaHeTO M BUIa HA MEIMKAMEHTO3HOTO JIeueHUe Ha OOTHUS U3BBH MPUCTHIIA.

e Jledenuero TpsOBa qa NpOABIKH | ro/IMHA, ClIe]] KOETO HEBPOJIOT'HT TPsIOBA /1a MPEIleHH HeroBaTa
e(deKTUBHOCT (MpUIIOKEHHUE 6).

e [Ipu nmanHu 3a HamansgBaHe Ha KIMHUYHATAa €QEKTUBHOCT, OIICHEHAa MO IOKa3aTelIuTe 3a
e(deKTUBHOCT Ha TepanusTa TpsgOBa fa ce 00ChAM MPOMSIHA Ha TeparusTa.
JleyeHue HA HOBOJHATHOCTHIMPAHA MPUCTHIHO-PEMUTEHTHA (OpPMA HA MHOKECTBEHA

cKJiepo3a

e JIcUCHWC Ha mwvpeéa JquHus — ¢ Oeta wHTep(DEepoHM (BKIIOYMTEIIHO C TETHiIUpaHa (opma),
glatiramer acetate, teriflunomide, dimethyl fumarate nim diroximel fumarate

e JicUCHWC HA eémopa auHus ¢ S|P pernentopHr MOMYIAaTOPH, CEJICKTUBHHUS HUMYHOCYIPECOp
cladribine niay MOHOKJIOHATTHU aHTHUTENIA

e Cla3BaHE HAa XUTUEHHO-TUETHYEH PEKUM

® CHMIITOMATHUYHO JICUCHUC

B nerckara Bb3pact (moz 16 roquHu) Ie4eHUETO OCTaBa MpoOIEMHO.

3a revenuemo na npucmvnunte MOrat aa €€ U3IoJI3BaT KOPTHUKOCTCPOUIU.
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[Ipunaranero Ha mooupuyupawu xooa Ha 3abonsaearnemo MEIUKaMEHTH B JICTCKA Bb3PacT €
OTpaHWYECHO, TOpPaaW JIMICATa Ha KIWHUYHU mNOpoyuBaHus. lloBedeTo MeAMKaMeHTH HsSIMaT
PEruCTpUpPaHO pa3pellIeHUe 3a yIoTpeOda, HE3aBUCHUMO Y€ Pe3yJTaTUTE OT HAKOW MAJIKU MPOyYBaHUS
MOKa3BaT 4ye TsAXHaTa 0e30MacHOCT U KIMHUYEH e(eKT ca CXOAHH C Te3U MpH Bb3pacTHU. [lopaau
BHCOKaTa MIPUCTHITHA YECTOTA B FOHOILIIECKATa BB3PACT, KOETO € CBhP3aHO C O-paHHA WHBAIUIU3ALIHS,
IpUaraHeTo Ha MEIMKaMEHTH MOIU(HUIMpAIIU X0/a Ha 3a00JsIBaHeTo € kenarenHo. [lomsara ot
PaHHOTO JIEYEHHUE BeJHAra cjie]] [IOCTaBsHE Ha CUTypHA AMarHo3a € KaTerOpu4HO YCTaHOBEHA.

Humepghepon oema-leé, unmepghepon oOema-la 3a uHmpamyckKyino npunoxiceHue u
glatiramer acetate npu nanenTy Mexnay 12 u 16 ronuiHa Bb3pact u unmepgepon d6ema-la 3a
NOOKO0ICHO NPUNOMHCceHue IPYU MALIMEHTU MeX Ay 2 U 17 rouiliHa Bb3pacT, IPUI0KEHU B 00MYaliHUTE
JI031 32 BB3PACTHH, ca ¢ Mo I Ha O€301MaCHOCT, CXOJICH C TO3U IPY BB3PACTHH. Te3H 3aKIIOUCHHS
ca Ha 0a3ara Ha orpaHMYeHU MyOIMKyBaHU AaHHU. [IpunaraneTo Ha TepanusTa B Ta3u Bb3pacT CTaBa
IIpU TUTPUPAHE [0 CXeMa CIIOpe]] TEIECHOTO TErJIO MpH MpeleHKa Ha Moj3aTa COpsMO pHUcKa U Ha
cOOCTBEHA OTTOBOPHOCT Ha JICKYBAIIXs JIEKap.

Teriflunomide moxe na ce mpuiara npu zena Ha Bb3pact ot 10 qo 17 ronunu Bb3 OCHOBA Ha
pesynratute ot npoyuBanero TERIKIDS, kouto noka3sar mpodun Ha 6e30macHOCT, MOJ00eH Ha
TO3H, Ha0JII0/1aBaH NpY Bb3PACTHU ManueHTu. [IpenopruntenHara 103a 3aBUCH OT TETIECHOTO TETJIO:

- ipu TenecHo Terino <40 kg - 7 mg BeIHBXK THEBHO.

- ipu TenecHo Terso >40 kg - 14 mg BeAHBX THEBHO.

KpuTepun 3a 1edenne Ha MHOKeCTBEHATA CKJIepo3a ¢ teriflunomide npu Aena ¢ npucrbNHO-
PEMHUTEHTEH X0/ Ha 3200/151BAHETO
1. BkarouBammu
1. Jlnarnoza MHO>KECTBEHa CKJiepo3a Mo peBuzupanute npe3 2024 r. TMarHOCTUYHU KPUTEPHUM Ha
McDonald
2. Bw3pact ot 10 no 17 ronunn
3. MaBanuanoct 1o 5,0 mo ckanmara Ha Kurtzke
II. M3karouBamu
1. Texxku UMYHOAC(PUIIUTHU CHCTOSHUS
2. Texxka akTuBHA HH(EKIHS 10 O3/IpaBsIBaHE
3. 3HauMMO HapylIeHHWEe Ha KOCTHOMO3bUYHATa (YHKIMS WM 3HAYUMa aHEMHs, JICBKOIICHHUS,
HEYTPOTICHUS WU TPOMOOIIUTONICHUS
4. Texxko 4epHOAPOOHO YBpEKIaHE
5. Jlnanuza

6. Texxka XUMONpOTEUHEMUS
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7. BpeMEHHOCT N KbPMEHE

II1. JIeyeHnue He ce MPUJIATa WK AKO € 3aII0YHATO Ce CIIMpa npu:

1. 3abpemensiBaHe Ha TalueHTKa. [IpermoppuBa ce mporeaypa 3a YCKOPEHO CIMMHHHUpPAHE 3a
MMOCTUTaHE Ha I1a3MeHa KoHIeHTpamnus nox 0,02 mg/L.

2. Cepro3HU CTPAHUYHU PEAKLIUU OT JICUCHUETO

3. CucremMHO Heclia3BaHe Ha jeueOHaTa cXxeMa OT OOJIHUS

4. Jlurca Ha KIMHWYHA €()EKTUBHOCT OT JIeYeHUETO (2 W TOBEYe MPHUCTHIIA 3a 1 roawHa WU
HapacTBaHe HA WHBAJIMIHOCTTA 10 ckajaTta Ha Kurtzke ¢ 1 1.) nnm yBennuaBane Ha T» ne3uunte (moHe
2 HOBHU JI€3UM), B cpaBHEeHUE ¢ peaxoaHo MPT uscnensane.

5. Ilpu nunica Ha ePEeKTUBHOCT OT MEJUKAMEHTH Ha IIbPBa JIMHHUS MOXE Jla C€ NMPEMUHE Ha JIPYTU
MEIUKAMEHTH OT IbpPBa WJIM BTOpA JUHUSA B 3aBUCHMOCT OT aKTHMBHOCTTa Ha 3aboisBanero. Ilpes
Nepuoj, paBeH Ha 5 monykuBoTa (3,5 Mecela), 3aMOYBaHETO Ha Jpyra Teparvs BOAU A0 aJAUTHBEH
adeKkT BppXy UMyHHATa CUCTEMa M Hajlara MOBUIIIEHO BHUMAHHE.

6. locturane Ha nHBaAMIMAHOCT 6,0 o ckanara Ha Kurtzke.

Fingolimod (Gilenya) e ogo0pen mpe3 2018 r. 3a neyenue Ha e Haj 12-roAuiiHa Bb3pact
¢ tenecHo teryo Haa 40 kg, ¢ nmpuctenHo-pemutrentHa MC. Ilpunara ce B qHeBHa go3a 0,5 mg.
[IpopunsT Ha Oe30macHOCT € Moj00eH Ha TO3W MPU BB3PACTHU, HO € HEOOXOAMMO IMOBHUIIEHO
BHHUMaHUe. JIuncBaT qaHHM 3a ApIrocpoyHara 6e3omnacHoct. [IpenopryBa ce 1a ce HanmpaBsIT BCUYKU

HCO6XO)II/IMI/I HUMYHU3AIlUHU, IIPEAN 3alI0UBAHC HA JICUCHUCTO.

Kpurepumn 3a 1edyeHne Ha MHO:KecTBeHaTa ckJiepo3a ¢ fingolimod npu ena ¢ npucrbnHo-
pPeMHUTEHTEH X0/ HAa 3200/11BAHETO

I. BrinouBamu
1. JlnarHo3a MHOXECTBEHA CKJIepo3a 10 peBU3upaHuTe npe3 2024 r. AMarHoCTUYHU KPUTEPUH Ha
McDonald
2. Bw3pact ot 12 o 18 rogunu u Tenecno terno Hax 40 kg.
3. UuBamuanoct 1o 5,0 mo ckanara Ha Kurtzke
4. TlauueHTH C TEXKa MPHUCTHIIHO-PEMUTEHTHAa MHOXECTBEHa CKJepo3a, JedroTupama ¢ 2 Win
MOBeY€e MHBAIMIM3UPAIIM IPUCTHIIA 32 €/1HA TOAMHA U HaJIM4Ke Ha | Wi noBeue akTUBHU MO3bUHU
ne3un Ha MPT wunu npu 3adectsiBaHe Ha NpucThHINUTE (IOHE 2 3a MPEAXO0/IHATA T'OIMHA), BBIIPEKU
IIPOBEXKIAHOTO JIEUEHUE C IPYTH MEIUKAMEHTH.
5. 3HaunTenHo yBenuuaBaHe Ha T2 ne3unte B cpaBHeHue ¢ npenuecrsany MPT nipes nocnennure 12
Mecena

II. U3karouBamm
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1. [MarueHTH ¢ UMYHOJAEPUIIUTEH CUHIPOM I TIPOBEXK AN UMYHOCYITPECUBHA TEPATTHSI

2. AXTUBHM OCTPH MM XPOHUYHH WH(PEKIUH (XCTIaTHT, TYOepKyJi03a)

3. Heomna3mu, ¢ U3KIIIOYEHHE HA KOKEH 0a3aTHOKIIEThUEH KaplIHHOM

4. Texxko 4epHOIPOOHO YBPEKIaHE

5. MauuenTu ¢ AV 610k BTopa crenen Tun Mobitz 2 wim no-Bucoka crerneH AV GJIOK, CHHAPOM Ha
OOJIHHSI CHHYCOB BB3€]l HJIM CHHOATPUAJICH CBHPACYCH OJIOK, aHaMHE3a 3a CHMIITOMAaTHYHA
OpaauKapaus WK MOBTApAIL CE CUHKOII, MAllMeHTH ChC 3HAUUTENHO yabnkaBaHe Ha QT uHTepBana
(c > 460 ms npu neMaTPUYHU MAUEHTH OT JKEHCKH oI ¥ > 450 ms npu NeAMaTpUYHU MMallueHTH
OT MBXKKH T101).

6. JledeHne ¢ aHTHApUTMHYHH JeKapcTBeHH mpoayktu kiac la (chinidine, disopyramide) wim
kiac III (amiodarone, sotalol), Oera Oiokepw, MOHMIKABAIlM ChPJCYHATA YECTOTa OJIOKEpU HaA
KanueBuTe kaHanu (verapamil, diltiazem wunu ivabradine) wiau apyru BemiecTBa, KOUTO MOraT Jia
MOHIKAT ChpjieuHaTa yectora (digoxin, aHTUXOJIMHECTEPA3HU CpeCcTBa Uiy pilocarpine).

7. BpeMEHHOCT U KbpMEHE

JleyeHue He ce MPUJIAra WM aKO € 3aNI0YHATO ce CMPa NpH:

1. 3a0pemeHsBaHe Ha MAI[UEHTKA

2. Cepr03HU CTPAHUYHU PEAKIIUH OT JICUCHHETO

3. CucreMHO Heclla3BaHe Ha jieyeOHaTa cxema OT OOJIHUS

4. Jlunca Ha KIMHMYHA €(QEKTUBHOCT OT JeYeHHeTo (2 M moBeue ImpucThia 3a | roaumHa WiH
HapacTBaHe HA MHBAIMIHOCTTA 10 ckanaTa Ha Kurtzke ¢ 1 1.) unu yBenuyaBane Ha T, ne3unre (moHe
2 HOBHU JIe3uH), B cpaBHEeHHE ¢ ipeaxoaHo MPT uscnensane.

5. Jlocturane Ha maBamuaHOCT 6,0 o ckanmara Ha Kurtzke.

IIpu manueHTH ¢ MHOKECTBEHA CKJIEPO3a ce MPeNnopbYBa cia3BaHe HA XHTHeHHO-THeTHYeH
pexXuM:
e Jl0CTaThbYHA MOYMBKA M U30ATBaHE HA (PU3MUYECKA M YMCTBEHA IIPEyMOpa
e [penmnasBaHe OT MPEOXJIAXKIAHE U MPErpsBaHe
e qpenmna3BaHe OT MPOCTYAHU 3a00JSIBAHUS
® HaMaJIsIBaHC Ha COJITa U Ha )KMBOTHHCKHTC Ma3sHHHHU B AUETaTa 3a CMCTKa Ha JHUCTA, oorara Ha
IIOJIMHEHACUTCHU (J'H/IHOJ'IOBa) MAaCTHHU KMCEIWHU ¥ BUTaMuH D n CIIMPAHE Ha TIOTIOHOITYIICHETO

e JjeyeOHa PU3KYyITYypa

Jleuenuemo ¢ meduxkamenmu om 6émopa NuHuA TPU OOJHU C MPHCTHIHO-PEMHTCHTHA

(dhopma Ha 3a00Js1BaHeTO ce TpoBexa ¢ S1P penentopuus momymnarop fingolimod, S1P penentopuus
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MoAyJiaTop ponesimod, celleKTUBHUSI UMyHocyrpecop cladribine uiau MOHOKJIOHAJTHUTE aHTHUTENA
natalizumab, alemtuzumab, ocrelizumab wu ofatumumab. Te3um MenukaMeHTH ca Haii-
BHUCOKOC(EKTUBHUTE NpU NPHUCThIIHA (hopMa Ha MHOXKECTBEHa CKiepo3a. Te ce mpwiarar npu
HaJIMYMEe Ha MPOTHUBOIIOKA3aHUA 32 JICYEHHWE C MEIWKAMEHTUTE Ha MbpBa JUHUS WM KOratro
JICYEHUETO C TIX € HEYCHEeIIHO M IPH BUCOKOAKTHBHA MPHUCTHIHO-pEMHUTEHTHa ¢opMa Ha
MHO>KECTBEHA CKJIEPO3a.

[IpoTuBOMOKa3aHu ca MpH OpPEeMEHHOCT, a BB3MOKHOCTHUTE 3a O€30IacCHO IUIAHUPAHO
3a0peMeHsIBaHe U KbPMEHE BapupaT CIpsIMO KOHKPETHHSI METUKAMEHT.

Crtporo mnpenopbUMTEIHO € TMpoBekaaHe Ha wusxogeH MPT mpenu 3amouyBaHe Ha
MEIWKAMEHTHTE OT BTOPA JIMHUS U IPU CMSHA TIOMEKIY MM 32 olleHKa Ha pucka oT PML. TpsoBa na
ce uMa MpeBUI NOTEHIMATHUAT puck oT PML npu nanuenTw, iekyBanu ¢ natalizumab, fingolimod,
ponesimod u ocrelizumab. HapacTtBa u pucka OT Bh3HMKBAaHE Ha ONMOPTIOHUCTUYHH MH(PEKIUU U
MaJMTHEHOCT, 0COOCHO MpHU NpoAbbKUTENHa yroTpeda. [Ipu nmamuentu nexkyBanu c¢ fingolimod u
ponesimod Morar aa BB3HHUKHAT KPHUINTOKOKOBH WIIM XEPIIECHH WHQEKIUH, a MPH JEKYBaHU C
natalizumab — xepnecun uH(pekuuu. [loBumeH e pucka oT 0a3aJHO KIETHYCH KapUUHOM MpU
nanueHTH JiekyBanu ¢ fingolimod.

S1P penentopuust moayaarop fingolimod (Gilenya) e ono6peH 3a neueHne Ha MPUCTHITHO-
peMuTeHTHa opMa Ha MHOXkecTBeHa ckiepo3a mnpe3 2010 r. B CAILl u mpe3 2011 r. B EBpona.
[Tpunara ce B 1o3a 0,5 mg eAHOKpATHO JHEBHO, IEPOPATTHO, TIPU MAIIUEHTH MKy 18 1 65 rogumniHa
BB3pacT. FiMa uMyHOMOyJIMpaIy CBOICTBA.

[IpencraBnsiBa cTpykTypeH aHanor Ha cuHrosus-1-gocpara (SiP), momynarop Ha
chuHro3uH-1-pochaTHus penentop, KOUTO UTrpae poJis B MPOLIECUTE HA BH3MAJICHNE U PEreHEePaIIHsl.
SiP penentopure ca ekcrpecupanu B TUMGOUTHUTE ThKaHU, a S1P5s — B OsJI0OTO MO3BYHO BEIIECTBO
Ha IIeHTpaJHaTa HEPBHA CUCTEMA.

MenukaMeHThT KOHBEPTHUpAa EHJOTeHHMS COHUHro3MH BBB (ocdartHa (opma, KosTO Cce
cBBp3Ba ¢ perentopa (S1P1), paznonoxen Bppxy muMmdonuture. ToBa BOIU 10 HHTEPHAIMU3AIUS HA
pelenTopa M JMIIaBaHe Ha KJICTKUTE OT MEXaHW3Ma Ha pa3lo3HaBaHE HAa CTHMYJIA 32 W3JM3aHE OT
mumdonaHata ThkaH. biiokupa ce n3nuzanero Ha TUMQPOIUTUTE OT TUMGPHUTE BBH3IH U TUMYCA U
MUTpAIMATA UM KbM [[EHTpaTHaTa HEPBHA CHCTeMa. 3aAbP)KaHeTO Ha TUMQOIUTUTE B TUM(OUTHUTE
ThKaHU BOJM JI0 HamMassiBaHe Ha Opos Ha T u ocobeHo B knetkute (110 25% OT M3XOMHOTO HUBO) B
nepudepHoTo KpbhBooOpamieHue. Jlumdonuture, KOUTO OCTaBaT BHB BTOPUYHUTE JMUMQPOUTHU
opranu u nepudepHara KpbB ca CbeC 3ana3eHu GyHKIuU. MeIuKaMeHThT IPEeMHUHABA TIPe3 KPbBHO-
MoO3byHaTa Oapuepa M CTUMYJHUpPA PEIENTOPUTE B LEHTpalHATa HEpBHA CHCTEMa, KOETO MOTHCKA
HEBPOJIETeHEPaTUBHUTE U CTUMYJIMpa pereHepaTuBHUTE mporecu. l[Ipeau3BUKBa THMOIMTHA

amomTo3a, TOTHCKAa Tpeau3BUKaHAaTa OT CbHIOBUA eHuoTeneH pactexeH ¢akrtop (VEGF)
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MPOIMYCKIMBOCT Ha MO3BYHHUTE KamWIspu, cTabUiau3upa KpbBHOMO3bYHATa Oapuepa, M3MecTBa
npoaykiusaTa Ha uTokuau ot Thl (mpoundnamatopun) kbM Th2 (aHTHHH(IIAMATOPHN) U peAyIIUpA
TpaHCMUTpALKATA HA MAaKpOo(haru KbM MO3bUHUS TAPSHXUM.

HamansBa ropuminata yectora Ha npuctbiute ¢ 50% v Ha aKTUBHUTE JIE3UH, YCTAHOBEHHU
ype3 MPT — ¢ 60%. 3a0aBs nporpecusta Ha UHBaUaU3anusTa ¢ 37%.

Cmpanuynume CepUO3HU PEAKIIUH Ca CBBP3aHU C NOABA HA MH(EKINH, €1eM Ha MaKyjara u
AV 06n0k. [lo-ManKo cepuo3HM CTpPaHUYHU PEAKIUH ca TPUIONOJOOHH CHMITOMH, TlIaBoOOIHE,
ouapus, Jemnpecusi, OOJIKM B IbpOa, KalUIMIA, XWUIEPTOHUSA, JUMQONEHUs, JEBKOMEHUS U
MOBUIIIABAHE HA CEPYMHHUTE TPAHCAMUHA3H.

Ilpomusonokazan € TpU TAUUEHTH C UMYHOACPUIMTEH CHHAPOM, IPOBEXIAIIN
MMYHOCYIPECUBHA Tepanus, akTUBHU MHQPEKLINU (XenaTuT, TyOepKyso3a), pUTbMHH U MPOBOJHU
ChpAeuHU HapylieHus, AV OJ0K, CHHIPOM Ha yBpEICHHUS CUHYCOB Bb3€Jl, CHHOATPHUAJIEH ChpAcUeH
OJI0K, CHMIITOMAaTUYHA OpauKapus, MOBTAPSIIU ce CHHKOMH, yabikeH QT unTepBan, mpuemaiiu
AHTUAPUTMUYHU U MEAMKAMEHTH HaMaJlsIBallld ChpJleYHAaTa YECTOTa, HEKOHTPOJIMPaHa XUIIEPTOHUS,
XpOHUYHA OOCTPYKTHBHa OenoapoOHa Oonect, OenoapodHa (Gubposa, HEOIUTa3MH, YEPHOIPOOHO

YBpPCIKAAHC 6peMeHHOCT U KbpMCHC.

Kpurepun 3a neyenne Ha MHOKeCcTBeHaTa cKjepo3a ¢ fingolimod npu manuenTH ¢
NPHUCTHIIHO-PEMHUTEHTEH X0/ HA 3200/11BaAHETO
I. BkirouBamu
1. JInarno3a MHO>KECTBEHA CKJIEpO3a M0 peBU3MpaHuTe OT rpe3 2024 1. fMarHoOCTUYHU KPUTEPUHU Ha
McDonald
2. Bw3pact Hax 18 roguam
3. MaBanuanoct 10 5,0 mo ckanara Ha Kurtzke
4. ArpecuBeH Xoj Ha 3a00JIIBAaHETO ChC 3a4eCTSBAaHE HA MPUCTHIUTE (MOHE 2 3a MpenxoaHara
TOIMHA), BBIPEKH MPOBEKJAHOTO JICYCHUE C JPYTHd METUKAMEHTH.
5. 3HaunTenHO yBenu4aBaHe Ha T2 jie3unte B cpaBHeHMe ¢ npeamectsany MPT npe3 nocnennure 12
Mecena
I1. M3xinr0uBamu
1. ITanMeHTH ¢ UMYHOAEPHUIMTEH CUHAPOM WIIM MPOBEXKIAIIN UMYHOCYIIPECUBHA Teparnus
2. AKTMBHH OCTPH WJIM XPOHUYHU WH(PEKIUH (XeraTuT, TyOepKyso3a)
3. Heorutazmu, ¢ M3KIIIOYEHNE HA KOKEH 0a3aTHOKIEThYEH KapLIMHOM
4. Texxko 4epHOIPOOHO YBpEKIaHe
5. NauuenTtu ¢ AV 610k BTopa creneH Tun Mobitz 2 wnu no-Bucoka crerneH AV GJI0K, CHHAPOM Ha

OoonHusA CHMHYCOB BB3€JI HJIHM CHHOATPHUAIICH CBHPACUCH 6J'IOK, aHaMHE€3a 3a CUuMIITOMaTH4YHa
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OpaauKapaus WIH MOBTAPSII CE CUHKOIIL, TAIIMEHTH ChC 3HAUUTENHO yabnkaBaHe Ha QT uHTepBana
(c>470 ms npu xeHu u > 450 ms Ipu MBXKeE).

6. JleyeHue ¢ aHTHApUTMUYHU JeKapcTBeHU mnpoayktu kiac la (chinidine, disopyramide) wnm
kiac [II (amiodarone, sotalol), Oera Oiokepw, MOHMKABAIlM ChpPJEYHATA YECTOTAa OJIOKEpU HaA
KanmueBuTe kaHamu (verapamil, diltiazem wnu ivabradine) wiam apyru BemiecTBa, KOUTO MOTaT Jia
MOHIIKAT ChpjieuHaTa yectora (digoxin, aHTUXOJIMHECTEPA3HU CpecTBa Wi pilocarpine).

7. BpeMEeHHOCT ¥ KbpMEHE

JleyeHue He ce MPUJIATA WM AKO € 3aN0YHATO Ce CIIMPA NMpH:

1. 3abpemeHsIBaHE HA MAIMEHTKA

2. Cepro3HU CTPAHUYHU PEAKIIMH OT JICUCHUETO

3. CucteMHO Hecrna3BaHe Ha JieueOHaTa cxema OT OOJTHHSI

4. Jlurica Ha KJIMHUYHA €QEKTHBHOCT OT JICYEHUETO (2 M MoBeve MPUCThIA 3a | TOAMHA WK
HapacTBaHE Ha MHBAJIMIHOCTTA 110 ckanara Ha Kurtzke ¢ 1 1.) nnm yBenuyaBane Ha T jie3uunte (oHe
2 HOBHU JI€3UM), B cpaBHEeHME ¢ peaxoqHo MPT uscnensane.

5. [ManmenTa Moske na mpemMuHe Ha JiedeHue ¢ cladribine, alemtuzumab, natalizumab, ofatumumab,
i ocrelizumab ciien nepuoJ Ha U3YUCTBaHe OT 1 Mecerl.

6. Jlocturane Ha uaBanuaHocT 6,0 mo ckanara Ha Kurtzke.

7. Jocturane 1o Bb3pacT 59 roAMHU U JIMIICA HA aKTUBHOCT Ha 3a00JIsIBaHETO Mpe3 MOCIeIHUTE 2

TOJTUHMU.

Heo0xonumu n3ciieqBaHusl M KOHTPOJIHM TperJieau npu Jedenue c fingolimod

L Ilpeou 3anoueane na neuenue:
1. AktyanHu uscineiBaHus (qo 1 - MeceyHa JaBHOCT) Ha IbJHA KpbBHA KapTHHA, CEPYMHHU
TpaHCaMHMHA3U U OWIHPYOUH.
2. Uzcnensane 3a antutena cpemry varicella zoster Bupyc (VZV). B ciyuau, 4e ca HeraTuBHH, €
HE0OXO0JMMO J1a ce HaIlpaBH UMYHU3aIUs IIPEIU 3aII0YBaHE Ha JICYEHUETO.
3. OdranmonornyHa oleHka.

1I. Ilpu 3anoueane na newenuemo:
1. EKT', koHCyATaIMs ¢ UHTEPHUCT U U3MEPBAHE HA KPBBHOTO HAJISITaHE U IyJICa IPEAU NpUIaraHe
Ha mbpBarta j103a fingolimod u Ha 6-5 yac.
2. IlpocnensBane B NpPOABIDKEHHE Ha 6 4yaca 3a CHMITOMHM Ha Opaaukapiausi, upe3 eXedyacHO
M3MEpBaHe Ha IyJica U KpbBHOTO Hajsrane. Ilpenoprusa ce EKI" MOHUTOpPUHT B peajlHO BpeMe.

1I1. I1o épeme na neuenuemo:

1. OdranmonornyHa oreHka Ha 3-4 Mecell ciie1 3all0YBaHe Ha JICYCHUETO.
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2. [IpocnensiBane Ha YEpPHOAPOOHHUTE TpaHCAMHMHA3U Ha 1-Bu, 3-TH, 6-TH, 9-TH U 12-TH Mecel] OT
JICYCHHUETO U Ha BCEKHU 6 Mecelia clie/] TOBa.

3. IleproguuHo TIpociesiBaHe Ha BCEKU 6 Mecella Ha ITbJIHA KPbBHA KapTHHA U MPEYCTAaHOBSBAHE Ha
JICYCHUETO TMPHU CIajlane Ha Opos Ha JTUMOOIUTUTE TOA 0,2x10°/L, 1o nojoOpsiBaHe Ha
TUMQOIUTHUS OPOIA.

4. TTanuenTuTe TPsAOBA 1a CHOOIIABAT HA JICKYBAIIKS JICKAP 32 BCIKAKBY 3PUTEITHU HAPYIICHUS WIIN
MIPU3HAIIM U CUMIITOMHU Ha HH(EKITUA.

5. AKO JIEUEHHMETO C€ MPEeKbhCHE 3a IMOBeYe OT 2 CeAMHUIM, IMAIMCHTHTE TpsOBa aa Obaar

Ha0JIr01aBaHy 3a MEPHOA OT 6 yaca mpu BH300HOBSIBAaHE HA JICUCHHUETO.

S1P peuentopHusi moayjarop Ponesimod (Ponvory) e oqo0OpeH 3a jieyeHre Ha aKTUBHA
MIPUCTHITHO-PEMUTEHTHA (popMa Ha MHOXKecTBeHa ckieposa mnpe3 2021 r. B CAIl u B EBpomna.
[Ipunara ce mpu B3pacTHU MAIIMEHTH B TIOJUTBprKaIa 1o3a 20 mg, mepopaiHo, BEAHBXK THEBHO, CIE]
KaTo 3aBBPIIM TUTPUPAHETO HA /103aTa.

[IpencraBnsBa cpunrosun-1-dpocdar (S1P) peunentopen momymnarop. CBbp3Ba ce ¢ BUCOK
apunuter kpM S1P peuentopure 1, nokanusupanu B aumdouutute. biokupa kanamurera Ha
TuMQOIUTUTE Ja HAIMyCcKaT TUM(HHUTE BB3JIH, KaTO TI0 TO3U HAYMH HaMalisgBa Opos Ha TUMQOITUTUTE
B nepudepHara KpbB 10 26% OT U3X0HATa CTOMHOCT. 3aCE€rHATH Ca BCUYKH KJIETHYHH MOJTPYIH B
nepudepnara kpbB — B knetkute [CD19+] u T xnetkute[CD3+], T-xennepuute [CD3+CD4+] u T-
uutoTokcnyHuTe Kietku [CD3+CD8+], ¢ uzkmouenne Ha NK knerkute. T-xennepHuTte KIETKU ca
MO-4yBCTBUTEIIHA KbM €PEKTUTE Ha METUKAMEHTa OTKOJIKOTO T-IIMTOTOKCHYHUTE KIIeTKU. bposT Ha
nuM@OLUTUTE ce BpbIa B TpaHUIiaTa Ha HoOpMata rnpu >90% ot 3apaBute nuna 10 1 ceqMuia cies
CIHUpaHe Ha TepamusaTa. MeXaHU3MbT, M0 KOHTO OKa3Ba TEPaNeBTHUYHUTE CU e(eKTH, MOXe a
BKJIIOUBA HAaMaJICHUE HAa MUTpAIMATa Ha TUMQOIMTUTE B IIEHTpAIHATA HEPBHA CHCTEMA.

HamansBa rogunisara yecrora Ha npuctsnure ¢ 30,5% u HamanaBa ¢ 56% KymynaTUBHUS
Opoii Ha KOMOMHHMpPAHWUTE YHUKAJTHU aKTUBHU Jie3uu, ycranoBeHu ¢ MPT cnpsimo teriflunomide 14
mg.

Hedcenanume nexapcmeenu peaxyuu ca: MHOTO YeCTH - Hazo(papuUHTUT, MH(EKIMS Ha
TOPHUTE IUXAaTeTHU MHTUINA, MOBUIICHA alaHWH aMHHOTpaHcdepaza W decTd - WHOEKIHs Ha
MMUKOYHUTE MMBTUINA, OPOHXUT, PUHUT, (DAPUHTUT, CHHY3UT, JJAPUHTHUT, TTHEBMOHUS, JTUM(OTICHHUS,
nenpecusi, 0e3cChHHE, TPEBOKHOCT, 3aMaiiBaHe, XUIECTE3Ms, ChHIMBOCT, MUTPEHA, BEPTUTO, MaKyJICH
eeM, XUIePTOHMSI, TUCITHEs, KaluTuia, 0oika B Tspba, apTpasrusi, yMopa, MUPEKCHsi, TTOBUILIEHU
4epHOAPOOHU EH3UMU, MOBUINEH C-peakTUBEH NPOTEHH, IOBUIICHU TpPAaHCAMHHA3H, IMOBUIICH

XOJIECTEPOI.
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Ilpomusonokasan € Ipu UMyHHA HETOCTATHYHOCT, TIPH MAIMEHTH, KOUTO TIPe3 TOCIETHUTE 6
Mecerna ca TpeThprenu WHGaApKT HAa MUOKap/a, HECTaOWIHA CTEHOKapAWs, WHCYJIT, MPEXO/JIHA
HMCXEMHUYHA aTaka, JIEKOMIICHCUpPaHa ChbpACYHA HEJOCTAThUYHOCT, Hajlaraiia XOCIHUTAIU3alus Wi
chpreuna HepocrarbuHOCT Kiac Il wim IV, nanuentu ¢ Hanuune Ha AV OJOK BTOpa CTEIECH THIT
Mobitz II, Tpera cTeneH uiau CHHIPOM Ha OOJHHS CHHYCOB BB3€J], OCBEH aKO MAIMEHTHT HMMa
(GyHKIIMOHHUpAI TEHCMEUKBP, TSKKH aKTUBHU WH(PEKIUY, aKTUBHA XPOHUYHH HH(EKIIUN, AKTUBHU
3JI0KAY€CTBEHU 3a00JIsIBaHSI, YMEPEHA UITH TEKKA CTEIIEH Ha YePHOIPOOHO YBpEKIaHE (ChOTBETHO

kiac B uimu C no Child-Pugh), mo Bpeme Ha 6peMeHHOCT 1 KbpMEHe, KaKTO U TPH KEHU C JETEPOICH

IIOTCHO A, KOUTO HC U3I10J13BaT e(beKTI/IBHa KOHTpPALCIIIus.

Kpurepun 3a 1e4enne Ha MHOKECTBEHA CKJIep03a ¢ ponesimod Npu MALMEHTH ¢ NPUCTBIIHO-
PEMHTEHTEH X0/ HAa 3200/11BAHETO

1. BkarouBanm

1. JInarHo3a MHOKECTBEHa cKJiepo3a o peBusupanure npe3 2024 r. 1MarHoOCTUYHU KPUTEPUN HA|
McDonald

2. Bu3pact Haj 18 rogunu

3. UuBamugnoct 1o 5,0 o ckanara Ha Kurtzke
4. ArpecuBeH X0J Ha 3a00JI5IBAHETO ChC 3aUECTABAHE HA MPUCTHIUTE (MMOHE 2 3a MPEAXOo/JHaTa
OJIMHA), BRIIPEKHU MPOBEXKIAHOTO JICYEHHE C APYTU MEIUKAMEHTH.
5. 3HauMTenHO yBenuvasaHe Ha T2 ne3uute B cpaBHeHue ¢ npeawmectsay MPT npes nocineanure
12 mecena

I1. U3karouBamu

1. [TarmeHTH ¢ UMYHOAEPUIUTEH CUHIPOM WM IIPOBEXK AN UMYHOCYIIPECUBHA T€PAIHs
2. AKTUBHM OCTPH MM XPOHUYHH MH(EKLUH (XEeTaTHT, TyOepKyI103a)

3. AKTHBHHM 3710KaY€CTBEHHU 3a00JIIBaHUS

4. YMmepeHa WM TeXKa CTENEeH Ha 4yepHoApoOHOo yBpexaaHe (cboTBeTHO Kiac B unu C nmo Child-
Pugh)
5. IlanueHTH ¢ JEKOMIIEHCHpPaHa ChpPJEYHAa HENOCTAaThYHOCT, Hajarama XOCHHUTaIu3alus WIN
cbpaeuHa HegoctaTbyHOCT Kiac [ umm IV, manmentu ¢ AV 6ok BTopa crenex tunt Mobitz 2, Tpeta
CTENeH WJIM CHUHAPOM Ha OOJHUS CHHYCOB BB3€J, OCBEH aKO MAallMeHTHT MMa (PYHKIIMOHHUpAIL
MEUCMENKBD.
6. BpeMeHHOCT U KBbpPMEHE; XEHH C JETepOoJIeH IMOTEHIMaJl, KOUTO HE H3IOJI3BAT €PEeKTHBHA
KOHTpaLENIus
Jleyenue He ce MpHUJIara WM aKO € 3aII0YHATO Ce CIIUPA NpPH:

1. 3abpeMeHsIBaHE Ha MAIUCHTKA
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2. Cepro3HU CTPAHUYHU PEAKLIUU OT JICUEHUETO

3. CucremMHO Heclia3BaHe Ha jieueOHaTa cxemMa OT OOJIHMS

4. Jlunca Ha KIWHWYHA €(PEKTUBHOCT OT JieueHHWEeTO (2 WM MOoBEYE MPUCTHIIA 3a |1 TOauHA WIIH
HapacTBaHE Ha MHBAIMIHOCTTA 1O ckajata Ha Kurtzke ¢ 1 1.) miu yBennuyaBane Ha T» je3unTe
(moHe 2 HOBHM JIe3Un), B cpaBHeHue ¢ npeaxonHo MPT uscnensane.

5. ITanmeHTHT MOKeE J1a mpeMuHe Ha JedeHue ¢ cladribine, alemtuzumab, natalizumab, ofatumumab,
nu ocrelizumab cnen mepuos Ha U3YUCTBaHE OT 1 Mecell.

6. Jlocturane Ha naBaymaHoCT 6,0 o ckanara Ha Kurtzke.

7. JocTturane 1o Bb3pacT 59 TOAMHU U JHUIICA HA aKTUBHOCT HA 3a00JISIBAHETO TPe3 MOCISIHUTE 2

T"OJWHHU.

Heo0xoanmu u3ciieBaHusI 1 KOHTPOJIHH NperJien NMpH JieyeHue ¢ ponesimod
I. IIpeau 3amouBaHe Ha JieYeHHe:
1. Axrtyannu wuscnenBaHus (1o 1 — MecedyHa JaBHOCT) Ha IbJIHA KpPbBHA KAapTHHA, CEPyMHHU
TpaHCAaMHMHA3U U OWIUPYOUH.
2. N3cnenBane Ha aHTHUTENa cpemty varicella zoster Bupyc (VZV). B ciyudail, ye ca HeraTuBHu, €
HEOO0XOIMMO J1a ce HAIpaBH MMYHHU3AIM MIPEIU 3alI0YBaHEe Ha JICUYSHHUETO.
3. OdranMonornyHa oleHKa.
I1. IIpu 3ano4yBaHe Ha JICYEHHETO:
1. EKI' u u3MepBaHe Ha KpBbBHOTO HaJlAraHe W Iyjca Mpeau NpuiaraHe Ha IbpBara J/103a
ponesimod u Ha 4-1 yac.
2. IlpocnensiBane B MpOABIDKEHHE Ha 4 Yaca ciell MPUIOKEHNE Ha IIbpBaTa J03a MPH MaleHTH
cbe cuHycoBa Opanukapaus (CY nmo-Hucka ot 55 yaapa B MuHyTa), AV 6510k MbpBa U BTOpa CTENEH
(Tun Mobitz ) unu anamMHe3a 3a MUOKapAeH MH(APKT WK Chp/IeYHa HEJOCTAThYHOCT, HACTBITHIN
rmoBeye oT 6 Mecela Ipey 3al04YBaHe Ha JICYEHHUETO.
I11. ITo Bpeme Ha JieyeHHETO:
1. OdranmornoruyHa OIEHKa MO0 BCSIKO BpeMe, ako MalMeHTa ChOOIIM 3a HIKaKkBa MPOMsSHA B
3pEHHETO CJIe]] 3all0YBaHEe Ha JICUCHHETO.
2. IlpocnensBane Ha 4epHOAPOOHUTE TpaHCaMUHa3u Ha 1-BH, 3-TH, 6-TH, 9-Tu U 12-TH Mecell OT
JIEUEHHETO U Ha BCEKH 6 Mecella clie]] TOBa.
3. IlepuoauuHo mpocesiBaHe Ha BCEKH 6 Mecella Ha TbJIHa KphbBHA KAPTHHA U NIPEYCTAHOBSBAaHE
Ha JIeYeHMEeTO HpHU crajaHe Ha Opos Ha numdouutute nox 0,2x10°/L, mo momobpssaHe Ha

nuMdouuTHHS OpOii.




46

4. TTauuentuTe TpssOBa Aa chOOMIaBAT HA JIEKYBaIIHs JIEKap 32 BCIKAKBH 3PUTEITHH HAPYIICHUS
WJIH TIPU3HAIY ¥ CUMIITOMH Ha WH(EKIIHS.
5. AKO JICUEHHETO c€ NpPEKbCHE 3a TOBEYEe OT 2 CEIMHMIIM, MAllMeHTUTe TpsiOBa na ObaaT

Ha6J'IIOI[aBaHI/I 3a nnepuog ot 4 gaca Ipu Bb300HOBSBAHE HA JCYECHHUETO.

Cladribine (Mavenclad) e cenektueH uMyHoCyIipecop, ogooper or EMA mnpe3 2017 r. u ot
FDA npe3 2019 r. 3a neyeHure Ha Bb3pacTHH MAIlUEHTH C BUCOKOAKTHBHA NMpUCThITHA opma Ha MC.

IIpunara ce nepopanHo B KyMmyJaTHBHa Jo3a 3,5 mg/kg tenrecHo Terno 3a 2 ToJIuHH,
npuiarana kato 1 kypc Ha nedenne ot 1,75 mg/kg rogumniao. Beekn Kype ce ChCTOM OT 2 CeMUIU
Ha JICYEHUE, €/THA B HA4YaJIOTO Ha ITbPBUS MECELl M €JHA B HAYAJIOTO HA BTOPUSI MECEI] HA ChOTBETHATA
roJMHa Ha JieueHue. Besika ceqmuna Ha jiedyeHne ce CbCToU OT 4 MM 5 THH, B KOUTO €MH MalMEeHT
nonyyaBa 10 mg nim 20 mg (exHa win J1Be TaOJIETKH) KaTo €AMHUYHA JTHEBHA /1032, B 3aBUCHMOCT
oT TesiecHOTO Terio. Crel NpUKIIIOUYBaHE Ha 2-Ta Kypca Ha JIeYeHHE, HE ce€ Hajlara Mo-HaTaThLIHO
neuenwue ¢ cladribine mpe3 3-tara u 4-tata ronuHa. [loBTopHOTO 3amo4Bane Ha Tepamnus cien 4-tata
rOAIMHA HE € IPOYYEHO.

Cladribine e Hyk/1€03UIeH aHAJIOT Ha JE30KCHaIeHO3MH. MeXaHU3MbT, IO KOUTO MpOsBIBa
TepaneBTHUHUTE cu epektn npu MC He € HambJIHO HU3SICHEH, HO CE€ CYMTa, Y€ HErOBUSAT
npeobianasai epekt Bbpxy B u T numdonuture chbe CeNeKTHBHO HaMaJeHHE Ha JENsIU ce U
Henemsimu ce T u B xieTku mpexkbcBa Kackajgara OoT Hail-BakHuTe 3a MC cpOMTHS, CBBP3aHU C
umyHutera. KieTkure Ha BpoJeHAaTa UMyHHa CHCTeMa C€ MOBJIMABAT MO-CIa00 OT KIETKUTE Ha
a/JlarTUBHAaTa UMYHHa cucTteMa. JleueHneTo Boau A0 0bp30 NOHMKEeHHE Ha HupKyaupamure CD4+ u
CD8+ T xuerku. CD8+ T kieTkute ca ¢ 1no-cjiado u3pa3eHo NOHUKEHHUE U I0-0bp30 Bb3CTAHOBSBAHE
or CD4+ T xneTkuTe, BOJEIIO 1O BPEMEHHO NOHMKEHME Ha cbhoTHoueHueTo Ha CD4 xpm CDS.
Cladribine monuxaBa CD19+ B knetkure u CD16+/CD56+ kineTkuTe ecTecTBeHH yOUNIN, KOUTO
CBIIO Ce B3CTAaHOBABAT MO-0bp30 0T CD4+ T kierkure.

HamansiBa ronumnara yecrora Ha npuctenure ¢ 58% u cpennus 6poit Ha MPT Gd+ T
nesunte ¢ 86%. HamansBa Ha pucka oT mporpecusi Ha MHBaIHAU3ausATa ¢ 47% B CpaBHEHHE C
rtane6o. [Ipyu nanueHTH ¢ BUCOKAa aKTUBHOCT Ha 3a00JsBaHETO, HaMajsiBa MOJUIIHATA YECTOTa Ha
npuctbnute ¢ 66-68% u pucka oT mporpecust Ha MHBaIMAHOCTTa ¢ 82%. Cunara Ha edekra 3a
HaMaJIsiBaHE Ha YecToTaTa Ha NPUCTBHIUTE U 3a0aBSHETO HA MPOrpecusiTa Ha WHBAJIMIHOCTTA CE
3amasBa Ha 3-TaTta U 4-raTa roarHa 0e3 0o-HaTaThIIHO JICUEHHE.

Cmpanuynume eghpexmu ¢ Hai-roJsiMa KIMHUYHA 3HAYUMOCT ca JiuMdorieHus u herpes zoster.
[Tpexoana mumdornenus 3-ta uiu 4-tTa CTeneH ca pa3BWiId A0 25% OT mauumeHTuTe, IPeAUMHO 2

Mecelia clie]] MbpBaTa 03a Mpe3 BCsKa OT TOAMHUTE Ha JedeHue. [Ipexomana mumdonenus 4-Ta cteneH
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¢ HaOmroaBaHa Mmpu mo-Maiko ot 1% or manuenturte. [loBedeTo manueHTH ce BH3CTAHOBSBAT 0
HOpMaJIU3MpaHe Ha Opost Ha TUMGOIUTUTE WU A0 JTuMdoneHus 1-Ba cTerneH B paMkuTe Ha 9 mecena.
Ilpomusonoxaszan e ipu HHPEKIUs ¢ YoBemkus umyHonepunuter Bupyc (HIV), aktuBHa
XxpoHnyHa wuHpeknus (TyOepKylio3a WJIM XCMaTUT), WMYHOKOMIIDOMETHpPAHH TalUeHTH,
BKJIIOYMTEITHO TAIMEHTH, MOHACTOSAIIEM IOJyYaBallld MUMYHOCYIPECHUBHA MM MHEJIOCYNPECUBHA
Tepamnwsi, aKTUBHO 3JIOKAYECTBEHO 3a00JIIBaHE, YMEPEHO TEXKKO HIIM TEXKKO OBOPEYHO yBpEKIaHE

(kpeaTHHUHOB KJIMPBHC <60 ml/min), GpeMEHHOCT ¥ KbpMEHE.

Kpurepun 3a 1edeHne Ha MHOKeCTBeHaTa cKjepo3a ¢ cladribine npu nauMeHTH ¢ NPUCTBHIHO-
PEeMHUTEHTEH X0/ HAa 3200/11BAHETO

1. BkaouBanm

1. /lnarHo3a MHOXXECTBEHa CKJIepo3a MO peBu3upaHutTe npe3 2024 r. TMarHOCTUYHU KPUTEPUH Ha

McDonald

2. Bop3pacr Hax 18 rogunu

3. MaBanuanoct a0 5,0 mo ckainara Ha Kurtzke

4. ArpecuBeH X0Jl Ha 3a00JSIBAHETO ChC 3a4YECTABAHE HA NPUCTHIUTE (MOHE 2 3a MpeaxoaHara

TOINHA), BBIIPEKU MPOBEKIAHOTO JIEUEHUE C JPYTU METUKAMEHTH.

5. 3HauuTeNHO yBenuuyaBaHe Ha T2 — e3unre, B cpaBHeHue ¢ npeamectsan; MPT npe3 nmocnegnure

12 mecena

I1. M3xinrouBamu

1. Texxxkn npupyskaBaiiy 3a00IsIBaHUS — YMEPEHO WIIM TEKKO YEPHOAPOOHO YBpeKIaHe (ToBeYe OT

6 no ckanata Ha Child-Pugh), ymepeno miu texxko 060pedHo yBpexaaHe (KpeaTHHUHOB KIMPBHC <

60 ml/min)

2. Nndexnus ¢ yoBemku umyHoaepunures supyc (HIV)

3. VIMyHOKOMIIpOMETHpaHM MAalMEHTH, BKIIOYUTEIHO TMAllME€HTH, IOHACTOSAIIEM I0JIyYaBally

MMYHOCYTPECUBHA WM MUEJIOCYTIPECUBHA Tepanus

4. AxTuBHA XpOHHYHA WHPEKIUS — TYOepKYyII03a UITH XEeTIaTUT

5. bpeMeHHOCT U KbpMEHE

6. AKTHBHO 3JI0Ka4e€CTBEHO 3a00JIsIBaHe

I11. JIeyenue He ce MpuJIara WM aKo € 3a104YHATO ce CIIUPA NpPH:

1. 3abpemeHsiBaHE Ha MAIMEHTKA

2. Cepuo3HU CTPAaHUYHU PEAKIUH OT JICYEHUETO

3. CucTeMHO Hecrna3BaHe Ha cXeMaTa Ha IMPUJIOKEHUETO
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4. Ilpu nurca Ha KIUHUYHA €PEKTUBHOCT OT JICYCHHETO (2 WM TOBeYe MPUCTHIIA 32 1 TOaUHA WIH
HapacTBaHe HA MHBAIMIHOCTTA 1O ckanara Ha Kurtzke ¢ 1 T.) wim yBenuyaBane Ha T» sie3unte (moHe
2 HOBH JIe3UH), B cpaBHEHHME ¢ npeaxoaHo MPT uscnenBane.

5. IMarmeHTHT MOXeE N1a mpeMuHe Ha JiedeHue ¢ fingolimod, ponesimod, natalizumab, alemtuzumab,
ocrelizumab v ofatumumab.

6. locturane Ha nHBaJIMHOCT 6,0 o ckanara Ha Kurtzke

7. HOCTI/IFaHe Bb3PacT 59 T'OJWHH U JINIICAa Ha aKTHUBHOCT Ha 3a00/11BaHETO IIPE3 MOCICAHUTEC 2 IoJnHHU

Heo0xoaqumu u3ciieBaHusi 1 KOHTPOJIHHU NMperjieau npu Jeyenue c cladribine
L. IlIpeou 3anousane (nvpeusa Kypc) Ha 1euenue:
1. ITpHA KpBBHA KapTHHA ¢ AU(EepeHInaTHO OpoeHe: OposT Ha TuMOLUTUTE TPsIOBA 1a € HOpMaJleH
> 1000 xk1eTku/mm?>
2. CepymMHH TpaHCaMHHA3H, 0011 OurpyOuH, ankainHa pocdarasa, ypes ¥ KpeaTHHHH. AHaMHe3a 3a
YepHOAPOOHU HAPYIICHUS.
3. CkpunuHr 32 naTteHTHH HHGekuuu, ocodeHo xematuT B u C u tybepkynosa (T-spot tecr).
3amoyBaHeTo Ha mpuema Ha cladribine TpsiOBa ga ce OTIIOXKH, AOKATO HE CE MPOBEIE aICKBATHO
JedeHre Ha MH(EKIusATa U TS HE Ce OBJIAJIee HAITBIHO.
4. Anrtutena cpeuty varicella zoster Bupyc (VZV) npu nauueHture 0e3 aHaMHe3a 3a MpeKapaHa
BapwuIlena uiu 6e3 BakcuHanwus. [Ipy aHTUTSI0-HETaTUBHUTE MAlMEHTH e MPernopbhyBa BAKCHHAIIHSL.
1I. I1o épeme na nvpeus u 00 6 meceya cied nocieonus (6mopus) Kypc Ha jiedeHue:
1. [TenHa KpBBHA KapTHUHA ¢ AU EpPEHIIUATHO OpOeHE:
a) Ha 2-pu U 6-TU Mecel] ciie]l 3all0YBaHe Ha JICYEHUEeTO Npe3 BCsAKa T'o/IMHA Ha JIEYeHHUE.
0) nmpenu 3amoyBaHe Ha Mpuema Ha cladribine mpe3 BropaTa roanHa, Karo OposT Ha TUM(OLMUTUTE
Tpsi6Ba 1a e Haif-manko 800 knerku/mm?’. KypchT Ha jedeHne npe3 BTOpaTa TOJMHA MOKE J1a CE
3a0aBH C J10 6 Mecella, 3a J1a ce Aa/ie Bb3MOXKHOCT 32 BH3CTAHOBSBaHE Ha JIMM(OIUTHTE.

II1. IIpeou 3anoueane na emopus Kypc Ha j1edyenue:

1. CepymHM TpaHcaMHHAa3H, 0011 OMITUPYOUH, ajnkaiHa gocdaTasa, ypes U KpeaTuHUH

MOHOKJIOHAJHUTE AHTUTEJIA JOBEI0Xa 0 PEBONIONUS MIPU aBTOMMYHHUTE 3a00JISTBAaHMUS.
Pa3BuTueTo Ha TEXHOJIOTHATA HAa MOHOKJIOHAJHHUTE AaHTUTENA IMO3BOJSABA Ja CE€ Cbh3/aZe MHOIO
crnienn(pUIHO HaCOUYeHA KbM IleNTa uMyHoTepanus. [pobiaeMsbT e, ue ToakoBa cnenuduyHa Tepanus
MOXe OM He € TTOAXOIIa 3a 3a00IIIBaHe C HE HAITBJIHO N3CHEHA MMYHOIIATOJIOTHSL, TOpaiy MOsBaTa
Ha HETPEIBUANMH CTPAaHUYHU e(PeKTH

Natalizumab (Tysabri) e TbpBOTO XyMaHU3UPAHO MOHOKJIOHAIHO aHTUTSIIO OJJOOPEHO Tpe3

2004 r. or FDA 3a neueHue Ha NPUCTBIIHO-PEMUTEHTHA MHOJKECTBEHaTa ckieposa. Ilpuiara ce
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BeIHBX MeceuyHo 1o 300 mg WMHTpPaBEHO3HO, BIMBAHMU 3a | Yac WM MOAKOXKHO B ChIlATa J103a.
[lpunara ce mpu mno-MilaAM TMALMEHTH B paHHAa W aKkTUBHA ¢a3a Ha 3a00JIBaHETO, KOTaTo
npeobianaBaT Bb3NAIUTEIHUATE MPOMEHH. [IpeBu Ha TOTEHIMATHNATE TEXKKH CTPAaHUYHU eeKTn
ce IpuJjiara caMo KaTo MOHOTEpaIus MpH MAlUEeHTH C arpeCUBHA IPUCTHIIHO-PEMUTEHTHA (hopMa Ha
3a00JI5IBAHETO, KOUTO HE C€ IOBJIMABAT OT TEpalusATa Ha IbpBa JIMHUS U 3a NPEANOYUTAHE ca
HeratuBHH 3a antutena cropsmo JC (John Cunningham) Bupyc. He ce xomOunmMpa ¢ npyru
MoIuUIMpAIIY X0Ja Ha 3a00JIIBaHETO MEIUKAMEHTH, MOPAIH MOSBA HAa TEKKH YCIOXKHECHUS.
[TonyxuBOTHT Ha MearKaMmeHTa € 11 nHu.

IIpencraBnsiBa peKOMOMHAHTHO, AHTU-04 HWHTETPUH MOHOKJIOHAJIHO AHTHUTSIO, HACOYEHO
cpemy o4 Bepurara (CD49d) ma 04-fl1 u o 4-B7 (VLA-4) uHTErpMHOBHS DPEUENTOP BBPXY
NOBbpPXHOCTTA Ha akTuBUpanute T kietku. CBbp3Ba ce cbe cnenuduueH T KiIeThbueH pelenTopeH
antured VLA-4 (Very Late Appearing Antigen-4) WHTErpuH, KOWTO MeIuUUpa CBBP3BAHETO C
anxe3nonHa mosekyna-1 (VCAM-1) Ha MO3bUHUS €HJ0TeN U 3acuiiBa Tpaduka Ha T KIETKU KbM
[EHTpaJIHaTa HepBHA crcTeMa. 110 To3u HaunH GJIOKUpa CBBP3BAHETO HA MHTETPUHOBHS PEIETITOP Ha
mumdoruture ¢ VCAM-1 penentopure Ha chboBara eHAoTenHAa MeMmOpaHa. [loThcka yacTHdHO
aKTUBALMATA, Mpoiardepanuara ¥ MUrpalusaTa Ha JeBKOUUTHTE KbM 00JIACTUTE C Bh3IAJICHUE.

HamansBa 6post Ha npuctbnute ¢ okoio 60% u Ha MPT ne3uunte ¢ 90%. HamansBa HoBuTe
MPT nnaku ¥ TSIXHOTO MpepacTBaHE B ‘“‘UepHH JyNKH , KOETO € CBBbpP3aHO M C aKCOHHa 3aryoa.
[TonoOpsiBa 3pUTENHUTE HApYILIEHUS, CBbP3aHU C Bb3MAJIUTENHATa JemuenuHuzauusa. Hamanssa
pHCKa OT mporpecus Ha nHBanuau3anusra ¢ 25-40%. E¢exktnBHOCTTa HapacTBa pe3 BTropaTa rojiuHa
OT IIPWJIATraHETO Ha JICYEHUETO.

buonocuunume mapxepu 3a aKkTUBHOCTTa Ha natalizumab He ca mnpoydeHH, HO
KOHIICHTpAIIUUTE HAa MENKaMeHTa ce u3Mepnar jecHo upe3 ELISA u ca peanien mapkep 3a Heroara
OMOHATMYHOCT.

Heympanuszupawu anmumena Bb3HUKBAT Npu 0Kosi0 10% OT nmanmeHTUTe o1ie ciaes TpeTara
nH(py3usa. Beropekun de € XyMaHW3MpaHO MOHOKJIOHAJIHO aHTUTSAJIO, €JHa Majlka 4acT OT Hero e
MIPUIIEIT HAa aHTUTENa, 3al[0TO € Ipou3BeieHa OT MUILKH. [Ipu 6% OT manMeHTUTe HEeY TpaI3UpaIIUTe
aHTUTEJIa MEPCUCTHpAT BHB BPEMETO, HaMajsABaT KIMHUYHATA €(PEKTHBHOCT HA MEJUKAMEHTa U
yBEJIMYaBaT HETOBUTE AJEPrMUHU CTpAaHWYHM peakuuu. Ciex OKoJio 2 TOAMHU NpPU 4YacT OT
MAUEHTUTE HEYyTPAIU3UPALIUTE aHTUTENAa U3Ye3BaT.

Cmpanuunume egexmu ca CBbpP3aHU C YMOpa, IJIaBOOOJME, JENpecHsi, CTaBHU OOJKH,
ypuHapHU U 0enoapoOHH (OpOHXOMHEBMOHUS) UH(MEKIUU 1 abgoMuHaiIeH auckoMgopt. [Ipu mo-
Masko oT 1% OT mauueHTUTe Bb3HUKBAT CEPUO3HU PEaKLUU Ha CBPbXUyBCTBUTENHOCT. [Ipu Haxou
NAlMeHTH ca YCTAaHOBEHM [JaHHM 3a XEHNaTOTOKCHMYHOCT, MOpajd KOETO MEAMKAMEHTBT €

MPOTUBOMNOKA3aH MpH NAIlMEeHTH C JaHHU 33 YepHOAPOOHO 3a00IsIBaHe.
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[IporpecuBHara mynTudokanHa geBkoeHnedanonatus (PML) e Hali-TeKKOTO yCIOKHEHUE

Ha jedeHuero. PuckpT nocrura a0 4 Ha 1000 nexyBaHM manueHTH. PUCKBT € 1MO-BUCOK IpH IO-
BUCOKO HMBO Ha JCV aHTUTENa, NO-ABJITOTPAHO JIEYEHUE U MpUJIaraHa Jpyra HIMyHOCYIIPECHBHA
tepanus. HactbnBa nopaau HapymaBane Ha T-kiieThbuHaTa UMyHHA 3a1UTa (APaCTHYHO HaMaJIIBaHe
Ha T KJIETKHUTE) U MPEACPOYHOTO OCBOOOXK1aBaHe Ha Mpe-B kieTku oT KocTHUS MO3bK. Natalizumab
IIOBUIIIaBa HUBOTO Ha B kiieTkure B nupkynanusaTa. Te ca Hocutenu Ha J.C. noauoMasupyca, KOWTO
npeau3Buka PML. Hamanssa u Oposit Ha CD4 kieTkuTe, KOUTO UTpasiT BakHa poJisi B KOHTPOJIA Ha
BUpyca. Bbhpeku omacHocTTa OT BBb3HMKBAHE Ha >KMBOTO-3acTpamiaBamata PML, monsara ot
JICYEHUETO MPEBB3IX0XKIA PUCKA.

PuckbT oT Bh3HUKBaHEe Ha PML ce npeuusupa upe3 ckpuHUHT 3a anTtuTena kbM J.C. Bupyca
Ipeau 3amoyBaHe Ha JieyeHuero. [IpenmopbuBa ce €XerojHo TECTBAaHE Ha MAalMEHTUTE, 3alll0TO
rOJUIIHO 1pu 2% OT HACEJIEHHETO HACTHIIBA CEPOKOHBEP3UsS B aHTHUIEHHUSAT cTaryc. PHUCKBT OT
pa3BuUTHE Ha JIeBKOeHIedanonaTis € Hall-roJsiM Ipe3 TpeTaTa roJuHa Ha Jiedenue. [Ipu manueHTH,
KOUTO ca MO3UTHUBHHU 3a aHTUTena cripsamo J.C. BUpyc, ciell eIHOTOAMILEH WK ABYTOJUIIEH KypC Ha
nedeHue ¢ natalizumab TpsiOBa 1a ce 0OOMUCTH CMSIHA Ha TepanusaTa ¢ Apyr MeaukaMeHT. TpsOBa na
ce uMa IpeJBUJ, Y€ Ta3u CMsSHA € MHOTO BEPOSTHO Ja JOBeJe 10 MOBUIIABAaHE HA YecTOTara Ha
MPUCTHITUTE.

[Tpu BB3HMKBaHEe HA PML € HeoOXoauMo CIenTHO J1a c€ Bb3CTaHOBU UMYHHHSAT €(PEKTOPEH
OTrOBOP, Ype3 Bb3BPbhIIAHE HA Bb3MOKHOCTTA 32 MUTPAIMs HA JIEBKOLIUTUTE MTPE3 KPbBHOMO3bYHATA
Oapuepa, KOSTO € moTucHarta ot natalizumab. ToBa ce moctura upe3 miazmadepesa, KoATo HamassiBa

carypanusaTa Ha o4 HWHTCT'PUH.

Kputepun 3a 1edeHne Ha MHOKeCTBEHATA CKJIepo3a ¢ natalizumab npu nanuenTu ¢
NPHUCTHITHO-PEMHUTEHTEH X0/ HA 3200/11BAHETO

I. BkirouBammu
1. JIlnarHo3a MHOXECTBEHA CKJIepo3a Mo peusupaHute npe3 2024 r. TMarHOCTUYHM KPUTEPHH HA
McDonald
2. Be3pacr Hax 18 roguan
3. MaBanuanoct 1o 5,0 mo ckanara Ha Kurtzke
4. ArpecuBeH X0Jl Ha 3a00JIIBAHETO ChC 3aueCTsABaHE HA MPUCTHIUTE (MOHE 2 3a MpeaxoAHaTa
rOIMHA), BBIPEKU MPOBEKIAHOTO JICUEHUE C JPYTU METUKAMEHTH.
5. 3HauuTeNHO yBenIMUaBaHe Ha T2 ie3unre B cpaBHeHue ¢ npeamectsait MPT npe3 nocinegnure 12
Mecena

II. U3karouBamm
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1. Texku mpuapyx)aBamiy 3a00JIIBaHUS — CHPACYHH, OCIOAPOOHU, OBOpPEUHM, YEPHOAPOOHU H
UHEKIUH.
2. bpemeHHoCT.
I11. JleyeHnue He ce MPUIIATa WK AKO € 3aII0YHATO Ce CIMpa npu:
1. 3abpeMeHsIBaHE Ha MAIlMCHTKA.
2. Cepuo3HU CTPAaHUYHU PEAKIMU OT JICHEHUETO:
e [Ipu mosiBa Ha HOBU HEBPOJIOTUYHH CUMITTOMH, JIO U3SICHSIBAaHE HA ChCTOSTHUETO, KATO EBEHTYyalTHA

npuyrHa ce npueMatr PML wnu npyra onopTioHUCTHYHA UHPEKIUS.
e [Iposexxnar ce MPT u3cnenBane u iymb6anHa myHKus ¢ uzcieasane 3a J.C. monuomaBupyca
e [Ipu HeratuBeH pe3yJyTar OT U3CJICIBAHUATA CE TPUEMa, Ue MOsBATa Ha HOBU CUMIITOMH C€ TBJIKU
Ha TIPUCTBHII HA 3a00JIIBAHETO U CE TIPOBEXK/IA JICUCHUE, KAKTO MPHU MPUCTHIT

e (Cen JICYCHUETO, aKO CUMIITOMHUTE OT3BYUaT, Ce Bh30OHOBsIBa JieueHneTo ¢ Natalizumab
3. CucreMHO HecIla3BaHE Ha JieueOHATa cxeMa OT OOJTHUS
4. Jlunca Ha KJIMHUYHA €(EKTUBHOCT OT JieueHHeTo (2 W moBeye MpHUCThIA 3a | ToauHa WiH
HapacTBaHe HA WHBAJIMAHOCTTA MO ckanara Ha Kurtzke ¢ 1 T.) unu yBennuaBane Ha T nesunte (moHe
2 HOBHU JIe3UH), B cpaBHEeHHE ¢ nipeaxoaHo MPT usciensane.
5. TlanmeHnThT MOXE Na pemuHe Ha jedeHue ¢ fingolimod, ponesimod, cladribine, alemtuzumab,
ocrelizumab wim ofatumumab cnen 2 Mecela epruo1 Ha U3YUCTBAHE.
6. Cnen mpoBexnane Ha 2 roaumHo JyedeHue mpu JCV-MO3UTHBHHUTE MALIMEHTH TMoOji3aTa OT
JICYEHUETO CJe/lBa Ja Ce TPEOIeHH CHPsIMO PUCKOBETE, a MPH MpeleHKa 3a MPOIbIDKEHHE Ha
natalizumab, JCV-unnexca u MPT na ce npocneasiBar MuHuMyM Ha 6 Mecera.
7. Jocturane Ha maBamuaHOCT 6,0 o ckanmara Ha Kurtzke
8. Jlocturane 10 Bb3pacT 59 roAWHU U JUICA HA aKTUBHOCT Ha 3a00JsIBAHETO Tpe3 MOCIETHUTE 2
TOJIUHH.
9. Puckbt o PML chiecTByBa u cien cnupane Ha natalizumab, mopaau KoeTo mpociieiBaHeTo Ha
TE€3W TMAIMEHTH € MPENOPBUYUTEIIHO, OCOOCHO TpH MPEMHUHABaHE Ha JAPYro JICUCHHE, KOETO

MOTEHIMAIHO MOXKe J1a npeau3Buka PML.

Heo0xonnmu n3ciieqBaHusi M KOHTPOJIHH NperJiely NpH JedeHue ¢ natalizumab
L. Ilpeou 3anougane na neuenue:
1. MPT
2. U3cnensane 3a antutena kbM J.C. Bupyc. [lpu nauueHTn ¢ orpunareneH pe3yirar 3a aHtu-JCV
aHTUTEJIA U CTapTa Ha JEYEHNE MOJKE /1a C€ IPOBEXk/1a HOBO M3CIIEABAaHE HAa BCEKU 6 Mecela.
1I. Ilo épeme na neuenuemo:

1. ExxerogHo uscienBane 3a antutena koM J.C. BUpyc
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2. ExxemeceuHo nipociie/isiBaHe 3a IPOMEHU B HEBPOJIOTHYHUS CTATYC
3. Ilpe3 6 mecena npocneasBane Ha ALAT, ASAT, 6unupyOun
4. Ha Bceku 6 mecena MPT u nmaboparopuo npocnensBane Ha JCV-unnekca npu JC mo3uTuBHH

NanuCHTHU

Alemtuzumab (Lemtrada) e omoOpen npe3 2013 r. or EMA 3a nedenre oT mbpBa JHHHS Ha
MPUCTBHITHO-PEMUTEHTHAa (QopMa Ha MHOXKecTBeHa ckiepo3a. Ilpes 2014 r. FDA onobpu
MPUJIOKEHUETO My CaMO KaTO BTOpa JMHHUS Ha Tepamus IpU MalUeHTH C arpecuBeH XOJ Ha
3a00JIsIBAHETO, KOMTO HE Ca Ce MOBIMAIM OT TepanmusiTa Ha mbpBa JuHHA. llpeacramisBa
XYMaHU3HPAHO MOHOKJIOHAJTHO AHTHTSJIO 32 JIeYeHHe Ha B-kieTpyHa XpoHMYHA TUMOIMTHA
neBkeMus. MeaukaMeHTHT He € e(heKTUBEH MpU BTOPUYHO Mporpecupaiia ¢opMa Ha MHOKECTBEHA
CKJIepo3a.

[Ipunara ce BeAHBXK TOJUMINTHO B UHTPABEHO3HU MH(PY3uu oT 12 mg nHeBHO 3a 4 yaca, 3a 5
nocyienoBarenHu qHU (o6ma mo3za 60 mg). Cnen 12 mecena ce mpujarat TpU TOCIEIOBATEIHU
unpy3un (36 mg). [lomsure u puckoBeTe OT MOBeYe OT 2 Kypca Ha JICUEHHWE HE Ca HaI'bJIHO
yYCTaHOBEHU, HO TPO(UIBT HA 0€30MAaCHOCT U3IJIEkKAA HE CE IIPOMEHSI.

Cebp3Ba ce ¢ CD52 antureHHuTe ritOKONpOTEMHHU peuentopu Ha aumdonuture (T u B
KJIETKUTE), HATYpaTHUTE KWIBPHU KIIETKH, MOHOLMTUTE U Makpodarute. [Ipeau3BukBa KieThuHA
CMBPT U u3uepnBaHe Ha numdornutute ¢ CD52 penentopu, mOCpeACTBOM aHTUTAIO MEAUHpPaHA
KJIEThYHA TOKCUYHOCT. B KJI€TKHTE 1 MOHOLUTUTE C€ BH3CTAHOBSIBAT B PAMKUTE Ha 6 mecena, HO
BB3CTaHOBsIBaHETO Ha T KieTkuTe oTHema moBede Bpeme. CD8+ T kieTkuTe ce BH3CTaHOBSBAT
cpenno cien 30 mecerna, Ho CD4+ T kierkute — vak cien 5 rogunu. [lopaan aktuBanus Ha B
KJIETKUTE U MPEXOJHO HApaCTBaHE HAa HUBOTO HA LIUTOKMHUTE CJIE] 3a[I0YBAHE HA JICYEHUETO MOXKE
Jla ©Ma MPEeXOJHO BIlomaBaHe. HsiMa naHHM MeauKaMeHTa Ja 3acAra UMyHOJOTHYHATa IMaMeT I10
OTHOIIIEHWE Ha aHTUTEJIa KbM YECTO CpEIIaHW BUPYCH U MPOBEIACHU BaKCHHAIIMHU. 3ama3Ba ce U
BB3MOXKHOCTTA 32 M3TPaXKJIaHEe HAa XyMOpaJieH UMYHEH OTTOBOP CpeIly HOBU aHTUTEHH.

KnuHnyanTe MpoyyBaHus P MAIIMEHTH C TPUCTHITHO-PEMUTEHTHA (hOpMa Ha MHOKECTBEHA
CKJIepo3a MOKa3BaT HaMalsiBaHe Ha TOMUIIHUS Opoil Ha mpucTeiute ¢ 55% crnpsmo uHTepdhepoH [3-
la, mpunaran NoAKOXHO, HamMaisiBaHe Ha T», ycunBammTe ce ¢ koHTpact MPT ne3un n mo3puHara
atpodusi, 63 MOBIUsABaHE HA TIporpecusTa Ha 3abosiBaneTo. [Ipu manmeHTH JeKyBaHH TPEId TOBA
c OeranHTeppepoOHU, KOUTO HE ca MMalu JOOBp ePeKT OT JeueHHeTo, alemtuzumab HamamsiBa
YyecToTaTa Ha MPUCTBINTE U pucka oT uHBanmuau3amms ¢ 40%. [Ipu nmanmenTy B paHHa ¢aza Ha
3a00JIIBaHETO C€ YCTaHOBSABA MOJO00OpEHNE HAa MHBAIMIM3AIMITA U HApacCTBaHE Ha MO3BYHUS 00eM,
KOUTO BEPOSTHO C€ ABJDKAT Ha CEKpeTHpaHE HAa HEBPOTPOPHUUHU (PAKTOPU OT UMYHHUTE KIIETKH,

BB3CTaHOBsABAIIU CC CJICH JICUCHHUCTO.
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Hnuxubumopnu anmumena ce ycTaHoBABat MpH 85% OT MaIlMeHTUTE, HO HAMA BPb3Ka MEXIY
TAX U HAMaJsiBaHE Ha e(PUKACHOCTTA UJIH MOSIBA HA HEXEJIAaHU PEAKIIHH.

Cmpanuynume egexmu ca CBbp3aHH C HMH(Y3MOHHU peaKIUH Ha BTpUCAHE, OOpUBH,
riaBo0Oojye, rajJeHe W IMOBpbLIaHe, MH(EKUUs Ha TOpPHM AMXAT€IHM W NHMKOYHU IIbTHUINA,
TuMQONEeHHUs, JIEBKOIIEHNUs, 3aUuepBsABaHe Ha JIULETO, TaJieHe, yMOpa, KaKTO M IPEXOAHO 3acUiIBaHe
Ha HEBPOJOTMYHHUTE CUMIITOMH (HAKOJIKO 4aca), Iopaau 0cBOOOKAaBaHe Ha MUTOKWHU. ONucanu ca
U cay4yan Ha aHadmuakcus. IloTuckar ce 4pe3 mpeABapUTETHO MpUIaraHe Ha KOPTUKOCTEPOUAN
(methylprednisolone 1000 mg) exxeaHEBHO B IbPBUTE 3 THU OT UH(PY3UUTE HA BCEKH JiIedeOCH KypC.

Cepuo3HU pelIKU peakliuy, Bb3HUKBAILM B paMKHUTe Ha 1-3 1HU ciieq MHQYy3usaTa ca Bb3MOXKHU
cllell BCAKA OT JO3WTE Tpe3 ITbpBaTa TOAMHA, a ChIIO W ciex Bropus mHpy3moneHn xypc. Te ca
HETPEABUIMMH U 3acsTaT pa3jIMyHU OpPTraHW U CHCTEMH, Pa3BHBAT CE OCTPO M MOTAT Jia 3aBbpIIAT
neranHo. KbM TX cnajaTr ycllo)KHEHHsI, KOUTO HE ca CBbP3aHU C NPUIPY’KaBaIlo 3a00JsBaHe WIN
M3BECTEH IMOJIIeKAIll MEIUIIUHCKH PUCK 3a MAl[MeHTa.

Xemopazuuen uncyim B THUTE clieq WHPY3HUITa, BB3HUKBA [TPH NAIIMEHTH Ha BB3pacT mox S0
roauHy, 0e3 aHaMHe3a 3a XUIIEPTOHHS, KOaryJallMOHHA HAapyIIEH!s WM ChITBTCTBAINA yIoTpeOa Ha
AHTHUKOATyJIAaHTH WIA TPOMOOLIUTHU HHXUOUTOPH.

Hcxemusa na muoxapoa (6xn. ungapxm na muoxapoa) € UH(QpY3MOHHO YCIIO)KHEHHE, KOETO He
€ CBBP3aHO C MPHIPYKaBallk pUCKOBU (pakTopu. YacT OT mammeHTHTe ca OWIM Ha BB3PACT IMOJ
40 roauHYU U HE ca UMaJId PUCKOBHU (DaKTOPH 3a HCXEMHUYHA O0JIECT Ha ChPLETO.

Apmepuannu Oucekayuu Ha KIOHOBE Ha BepTeOpajHaTa W KapoTHJHATa apTepHH,
BKJIFOYMTEIHO MHOXXECTBEHM JMCEKALUU BB3HUKBAT B I'BPBUTE JHHU CJeJ NPUIOKEHUETO Ha
alemtuzumab, HO ca ONMICaHU ¥ MO-KbCHU CITy4aH, Tpe3 IbPBUS Mecel] ciel HHPY3HTa.

Benoopoben anseonapen xkpveousznué BH3HWKBA CIIOHTAHHO 0O€3 BpeMeBa WM NpPUYHHHA
Bpb3ka ¢ aHTU-GBM (glomerular base membrane) anTuTena riomepyjaoHedpUT (CHHIPOM Ha
Goodpasture).

Tpomboyumonenusima, ¥ato WH(QY3NOHHO YCIOKHEHHWE BB3HWKBA B ITBPBHUTE JHU CIE[
nH(py3uATa (32 pa3ivkKa OT MIMONAaTUYHATa UMyHHAa TpOMOOLMTONEHWYHa myprypa). Ta decto e
CaMOOT'paHMYaBaIlla Ce U OTHOCUTEIIHO JIeKa.

Bmopuunume asmoumynuu yciodcHenus, TOSIBSIBAIIM C€ 0 5 TOAUHU CIE IMPOBEACHOTO

JICYeHWE, HO JOCTUTAI MAKCUMYyMa CH Ha BTOpaTa roJiHa ¢a OCHOBHHUAT IIPOOJIEM.

Asmoumynen xunepmupeououzvm (6onect Ha Graves) ce paszpuBa npu 30% OT malUEeHTUTE
Mopajy Bh3HUKBAHE HA aHTUTEIA CPEIly TUPEOTPOIHUTE perentopu. Br3HukBa 10 48 Mecena cies
I'bpBaTa CKCIIO3UNUA HA MCAUKAMCHTA. B noseueTo ClIydan YCJIOXHCHMUATA Ca JICKHU OO YMCPCHU U

cepro3Hu camo npu <1% oT manueHTure.
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Houonamuuna umynna mpomoboyumonenuuna nypnypa (UTII) ce pasBuBa mpu 2% ot
nagueHTuTe Mexay 14 u 36 mMecena cies mbpBaTa €KCIO3ULMS HA MEAUKAMEHTA.

Hegponamuu, BKIIOYUTENHO aHTU-TIOMEpPYJTHO Oa3amHo-mMemOpaHHa Oomect, ca
HabmonaBanu npu 0,3% OT MalMEeHTUTE W HACTHIIBAT B paMKUTE Ha 39 mecena ciiel MOCIeIHOTO
MPUJIOKEHNE HAa MEIMKAMEHTA.

Ha Bcuuku manmeHTd ce mpuiara nepopaiiHa npoduiakTuka Cpenry XeprnecHH HHQEKIUU

(acyclovir 200 mg 1Ba IbTH THEBHO), OT IIbPBHUSA JICH HA BCEKH JieueOeH Kypc, MUHUMYM €JIMH Mecell.

Kpurepun 3a 1eyeHne Ha MHOKeCTBEHATA CKJIepo3a ¢ alemtuzumab npu nanueHTH ¢
NPHUCTHIHO-PEMHUTEHTEH X0/ HA 3200/11BAHETO
1. BkarouBanm
1. /lnarHo3a MHOKECTBEHA CKJIEPO3a 10 peBu3upanure npe3 2024 r. 1MarHOCTUYHU KPUTEPUH HA
McDonald
2. Bov3pacr Hax 18 rogunu
3. MuBanuaHocT 10 5,0 o ckanarta Ha Kurtzke
4. ArpecuBeH XOJ Ha 3a00JsIBAaHETO ChC 3a4eCTSABAHE Ha NPUCTHIUTE (IIOHE 2 3a MpenxoiHara
rOJIMHA), BBIIPEKHU MPOBEXKIAHOTO JICYEHHUE C JPYTH MEUKAMEHTH.
5. 3HaunTeNnHoO yBenuuaBaHe Ha T» e3unrte B cpaBHeHue ¢ npeamectsani MPT npe3 nocnegnure 12
Mecena
6. I[IpunoxeHnero Ha MEAMKAMEHTA CE U3BBPILBA 33 IbJKUTEITHO B OOJTHUYHM YCIOBHS IIPU OCUTYPEH
JOCTBII 10 HHTEH3UBHO 3BEHO
I1. U3kiarouBamu
. Texxka akTUBHA WHEKIUS, 1O IBIIHOTO ¥ OTIIyMsIBaHe
. HexonTponupana xunepToHus
. AHaMHe3a 3a apTepHuallHa TUCEKaIlis Ha IepPBUKOIEe(DATHUTE apTEPUH.
. AHaMHe3a 3a UHCYJIT
. AHaMHe3a 3a CTeHOKapusl UM HHPAPKT HAa MUOKap/a
. I3BecTHA Koarynonarus, ChbIIbTCTBAILA AHTUTPOMOOIIMTHA UM aHTHKOATrYJIaHTHA Teparus
. Hannume Ha npyru cerbTCTBAIM aBTOMMYHHU 3a00isBanHus (oceeH MC)

. Undexuus ¢ yoemku umynonepunute supyc (HIV)
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. bpemeHHOCT U KBpMEHE

I11. JIeyenue He ce MpUJIara WM aKo e 3al0YHATO Ce CIIUPa NpH
1. 3abpeMeHsIBaHE Ha MAIMCHTKA.

2. Cepu0O3HU CTPAaHUYHH PEAKIIUH OT JICYEHUETO

3. CucTeMHO Hecrna3BaHe Ha cXeMaTa Ha MPHUIJIOKEHUE
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4. Ilpu nurca Ha KIUHUYHA €(EKTUBHOCT OT JICYEHUETO (2 M MoBeuYe MPUCThIA 32 1 TOaWHA WU
HapacTBaHE Ha MHBaTUAHOCTTA 1o ckanara Kurtzke ¢ 1 T.) win yBennuaBane Ha T> ne3unre (mone 2
HOBHU Jie3uHn), B cpaBHeHue ¢ mpeaxoano MPT uscnenpane.
5. IanmeHTHT MOXE Aa mpemMuHe Ha jedeHue ¢ fingolimod, ponesimod, cladribine, natalizumab,
ocrelizumab wim ofatumumab.
6. locturane Ha nHBaJIMHOCT 6,0 o ckanara Ha Kurtzke
7. Jocturane 10 Bb3pact 59 roAvHU M JHIICA HA aKTUBHOCT Ha 3a00JIIBAHETO IMpe3 MOCIEAHUTE 2

TOJIMHU.

Heo0xoaqummu u3ciieiBaHMsi M KOHTPOJIHU Nperjieau Npu JeyeHue ¢ alemtuzumab
L. IIpeou 3anoueane na neuenue:
1. ITbnHa KpBBHA KapTUHA ¢ AU EpPEHITNATHO OpOCHE
2. HuBa Ha cepyMeH KpeaTUHUH
3. HuBa Ha uepHOApOOHH TpaHCaMUHA3H
4. AHaiu3 Ha ypuHa ¢ MUKPOCKOIHUS
5. U3cnenBane Ha TUpeoniHa (PyHKIUS - HUBA Ha TUpeocTUMyuparius xopmoH (TSH)
6. CKpMHMHT 3a aKkTUBHA U HEaKTHBHA TyOepKyo3a ¢ T-spot Tect. IIpu akTHBHA HHPEKIMS HAYAIOTO
HAa JICYEHHETO CE OTJIara 10 HEMHOTO IIBJIHO OBJIA/ISIBAHE.
7. AnTtuTena cpemy VZV npu mauueHTHTe 0Oe3 aHaMHe3a 3a IpeKkapaHa Bapulena uin 6e3
BakcuHanus cpety varicella zoster Bupyc (VZV). Ilpu aHTUTATIO-HEraTUBHUTE MTALIUEHTH CE IpUjiara
BaKCHHAIIUS.
8. U3cnenBane 3a HOCUTEICTBO Ha BUpYC Ha xenaTuT B u C
9. Ilpu HanmMuue Ha HAKAKBa aKTMBHA MH(EKIUS HE Ce 3all0YBa JICUEHUE
10. [Ipeam 3amoyBane U MOBTOPHO MpUJIaraHe Ha JieueHue TpsioBa na ce HanpaBu MPT u orienka Ha

npusHanm 3a PML.

11. I1o épeme u 6 npooviicenue na 48 meceya cied nocieonusn Kypc Ha jeuenue:
1. [TbnHa KpBBHA KapTHUHA ¢ AU EPEHITNATHO OPOCHE (€KEMECEUHO)
2. HuBa Ha cepyMeH KpeaTHHUH (€KEMECEUHO)
3. HuBa Ha uyepHOApOOHM TpaHCaMUHA3H (€KEMECEYHO)
4. AHanu3 Ha YpUHA C MUKPOCKOIHUS (€KeMEeCeYHO)
5. N3cnenBane Ha TupeouaHa GyHKIUS - HUBA Ha TUpeocTumyaupamus xopmoH (TSH) - Ha Bceku 3

Mecena
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Ocrelizumab (Ocrevus) € pekoMOMHAHTHO XyMaHW3UpaHo aHTH-CD20 MOHOKIOHATHO
arTuTsU10. [1pe3 2017 r. MmenukaMeHTHT € 0100peH ot FDA 3a ieuenue Ha IpUCTBHITHA U HA TBPBUYHO
nporpecupamia GopmMu Ha MHOKecTBeHa ckiepo3a. [Ipe3 2018 r. momyun ogoopenue u or EMA 3a
JIeueHHe Ha Bb3PACTHU MAI[EHTH C aKTHBHA NPUCTHIIHA (popMa Ha MHOKECTBEHA CKJIEPO3a, KAaKTO U
Ha MAIMEeHTH C paHHAa IbPBUYHO MpOrpecupalia MHOXKECTBEHAa CKJepo3a, IO OTHOLIEHHWE Ha
MPOABDKUTETHOCT Ha 3a00JSBAaHETO M HUBO Ha WHBAIMAM3MpPAHE U C OOpa3HO-IMATHOCTUYHU
XapaKTepUCTUKH HA BBH3MAJIUTEIHA aKTUBHOCT.

[Tpunara ce B HawanHa Jo3a 600 mg KaTo ABE OTIENHM HHTPABEHO3HU HUHQPY3UU -
I'bpBOHAYaIHO KaTo uHQy3us Ha 300 mg 3a 2,5 yaca, nocieaBaHa 2 CeMMILHU MO-KbCHO OT BTOPA
nHoy3us Ha 300 mg. Ilocneapammre 103U ocrelizumab ce mpuilarat ciea TOBa KaTO €IMHUYHA
uHTpaBeHo3Ha nHQPy3us Ha 600 mg 3a 3,5 yaca npe3 6 mecena. AKO NAMEHTUTE HE ca MOTyYHIN
CEepHO3HA peaklus, CBbp3aHa ¢ HH(Y3UATA, IPU HUTO €/1HA OT npenuiiHuTe nHpy3un Ocrevus, 3a
HocJe/BalllUTe J03W MOXE Jla ce INPWIOXKU Io-KpaTka (2-4acoBa) MH(QY3Us. 3aabDKUTENHA €
npemenukanusTa ¢ 100 mg methylprednisolone (v ekBUBaICHT) HHTPaBEHO3HO 30 MUHYTH MIPEaN
nHOy3uATa, KakTo M aHtuxuctamuau 30-60 MUHYTH Tpenu BIMBaHETO Ha ocrelizumab ¢ men
HaMaJsiBaHEe Ha 4YecToTaTa M TEXKECTTa Ha peaklUuTe CBbp3aHu ¢ MH(py3usTa. Moxe na ce uma
IpeBU IPeMeANKalUs C aHTUIMPETHK (Harp. paracetamol) 30-60 MuHyTH npean Besika HHPY3HUs.

®opma 3a MOAKOKHO MPUIIOKEHHE B A03upoBKa oT 920 mg/23ml e ogoOpena npe3 2024 r.
[Ipenopbuutennara go3a € 920 mg Ha Bceku 6 Mmecela, Karo HE € HEOOXOAMMO paslieisiHe Ha
HayaJHaTa WIM CIEIBALIUTE 103U Ha OTJCNIHHU IpueMu. TpsbBa Ja ce MPUIIOKH KaTO MOAKOMKHA
MH)KEKIIMS B Kopema 3a Ipuoau3uTenHo 10 MUHYTH, KaTo ce MPernopbyBa U3MOI3BAaHETO HA KOMIUIEKT
3a moJKOXKHA UHGY3us (Hamp. ¢ Kpuwiua/tun ,,berepdnaii®). Mnxxekuunre HUKOra He TpsOBa Ja ce
npujaraT B 00JIACTH, KBJETO KOXKaTa € 3a4epBeHa, HAThPTEHA, YyBCTBUTEIHA WM TBHPJA, WU B
o0acTH, KbJ1eTO nMa OeHkH niu Oene3u. Bunaru tpsiOBa fa ce mpuiiara 0T MEJUIIMHCKU CIIEIUAIIHCT.
3a mbpBOHAYANIHATA J]03a C€ MPENopbyYBa HAOIIOICHHUE CIIe]] MHXEKTHPAHEe C JOCTHII A0 MOAXO0 A0
MEIUIMHCKO 000py/JBaHE 3a OBNAAsBaHE HA TEXKH pPEAKIUU CBBP3aHH C WHXKEKIHATA, B
MPOABDKEHUE Ha TIOHE €IMH Yac CJIe]] MH)KEKTUPaHEeTO. 3a CIIeABANIUTE JI03U, HEOOXOIMMOCTTA OT
MOHUTOpPHUpaAHe cJeJl WH)XEKTUpaHe € [0 TpeleHKa Ha JekyBamus Jjekap. HeoOxoguma e
npemeaukanus ¢ 20 mg dexamethasone, mepopaiaHO (WIM EKBUBAIEHT), KAaKTO U MEpopajeH
AHTUXUCTAMUH TIPEIM BCAKA TOJKOXKHA WMHXKEKIMs ocrelizumab, ¢ menm HamansiBaHe Ha pHUCKa OT
JOKAJTHM WJIM CHCTEMHHM pEaKIuH, CBBp3aHH C HHXKEKIuATa. MoXe Ja ce uMma TIpeaBHI
IpeMeMKalus ¢ aHTUIHPETHK (HaMp. paracetamol) mpeau BCsIKO MPUIIOKEHHUE.

Ocrelizumab cenexktuBHo Tapretupa CD20-excnpecupamute B-knerku. CD20 e kierbueH
MOBBPXHOCTEH aHTHUI'eH, KOMTO ce Hamupa BbpXy npe-B-kneTtkure, 3penure B-kieTkn u nameroBure

B-kietkn, HO He ce ekcrnpecupa BbPXY JUMMOUIAHM CTBOJOBH KJIETKHM W MiazMonutu. Cren
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CBBP3BaHE C KJIEThYHATa MOBBPXHOCT ocrelizumab cenexkruBHO nzuepnBa CD20-ekcnpecupamniute B-
KJIETKA TOCPEJICTBOM aHTHUTSIO-3aBUCUMa KieTbuHa (arommrosza (ADCP), aHTUTSIO-3aBHCHMA
kieTbuHa nuToToKCcMuHOCT (ADCC), kommiemenT-3aBucuMa nurorokcuunoct (CDC) u anonTo3sa.
KamauurersT 3a Bb3CTaHOBSIBaHE Ha B-KileTkMTe M CHIIECTBYBAIIMAT NPEIU TOBA XyMOpaJeH
MMYHHTET ce 3ana3Bar. OCBEH TOBa, BPOJICHUAT UMYHUTET U 0OIuUAT Opoii T-KIeTKu He ce 3acArar.

KnuanyH#uTE MpOyYBaHUs MPH MAMEHTH C IPUCTHITHO-PEMUTEHTHA (JOpMa HA MHOYKECTBEHA
CKJIEpO3a MOKa3BaT HaMaJlsIBaHE HA TOAMIIHATA YECTOTa Ha MpUCThIUTE ¢ 47% crpsiMo uHTepdepoH
B-la, mpwiaran mnojkoxHo, HamansBane Ha MPT Gd+T1 nesum c¢ 94% u Ha HOBHUTE WIH
yBenuuaBamu ce T xunepunteH3uu ye3uu ¢ 80%, KakTo M HamallsiBaHe Ha MO3bYHATa aTpodus
cupsimo uHTepdepon B-la. Ocrelizumab namansBa pucka ot mHBammmu3amus ¢ 40% crpsmo
uHTepdepoH B-1a.

Pesynararure oT KIMHUYHOTO MPOYYBaHE MPH MAMEHTHU C MBbPBUYHO mporpecupama MC
nmokaspar, 4e ocrelizumab 3HayMMO HamaisiBa pHCKa OT 12 ceaMHYHA TWpoOrpecusi Ha
WHBaNUIM3anusaTa ¢ 24% 1 HamaJisgBa BIIOIIABAaHETO HA CKOPOCTTA HA XOJICHE B CPaBHEHUE C IJ1a1e00.
Jledenuero c ocrelizumab chimio Taka HamansBa ooema Ha MPT T> XurepuHTEH3HUTE JIE3UH, a CHIIO
1 3ary0aTa Ha MO3bU€H 00eM CHpsAMO mianeoo.

Huxubumopnu anmumena ce ycTaHoBsiBaT npu 1% OT ManueHTuTe, HO T€ HE ca CBbP3aHU C
IIPOMEHU B €(pUKACHOCTTA WM O€30I1aCHOCTTa Ha MEAMKAMEHTA.

Cmpanuunume eghexmu ¢ HaW-roJIIMa KIMHUYHA 3HAYMMOCT Ca PEaKLUUTE CBbP3aHU C
unoysusra (PCU) u undexnuure. BrmouBaT cbpbex, 0OpuB, ypTHUKapus, €pUTEM, 3auepBsiBaHe,
XUIIOTOHMS, TUPEKCHUs, yMOpa, Ii1aBodosine, 3aMaiiBaHe, JApa3HEHE Ha I'bpJIOTO, OpodapuHreanHa
0ojKa, IMCIHEs, OTOK Ha JapuHKca WiM Ha (apuHKca, rajeHe, taxukapaus. Cpen uHpeKuunTe
BOJICIIN Ca TE€3W Ha TOPHHUTE JUXATEeITHH IMBTUIINA, HA30(apUHTUT, TPHII, CHHY3HUT, OPOHXHT, OpajeH
Xeprec, racTpOeHTEPHUT, BUPYCHa HH(EKIHs, Xeprec 30CTep, KOHIOHKTUBUT, LENyJIUT U Jp.
HabnronaBaHo e ¥ MOHM)XKEHUE HAa UMYHOTTI00YIMH M. ChIllecTBYBa MOTEHIIMAIEH PUCK OT pa3BUTHE
Ha PML.

[TpodunbT Ha Ge3zomacHOCT Ha (popmara 3a MOAKOKHO MPUIOKEHHE € B ChOTBETCTBHE C
npo¢uia Ha 6e30MaCHOCT Ha MHTPaBeHO3HAaTa (popMa, C U3KIIOYEHNE HA MHOTO YECTUTE HEXXETaH!
JIOKAJIHU PeaKklH, CBbp3aHU C MHXKEKIMTa: epurema, 0ojika, mogyBaHe U cbpOex. Haii-uectute
CHCTEMHH PEaKIINH, CBbP3aHH C MHXKEKIUATA BKITIOYBAT: TJIABOOOJIHE U TaJICHE.

Ilpomusonoxasan € pH MANMEHTH ¢ aKTUBHA WHQEKIH (HAIp. XeMaTuT, TyOepKyno3a) 10
OBIIaJsiBaHE Ha WHQPEKIUATA, CUITHO HWMYHOKOMIPOMETHpPAHU MAlUCHTH (JUMQOICHUS,
HEYTPONCHHS, XUIIOTaMarjioOyJIWHEMHs), HM3BECTHH aKTUBHH 3JIOKQUECTBEHHM 3a00JSIBaHMA,

nporpecuBHa MyntudokanHa jeskoeHedanonatus (ITMJI) unu cemuenue 3a [IMJI u 6pemeHHOCT.
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Kpurepun 3a 1eyeHne Ha MHOKeCTBEHATA CKJIepo3a ¢ ocrelizumab npu nanueHTH ¢
NPHUCTHIHO-PEMHUTEHTEH X0/ HA 3200/11BAHETO

I. BkiirouBammu
1. JlnarHo3a MHO>KECTBEHa CKJiepo3a 1o peBuznpanute npe3 2024 r. [MarHOCTUYHU KPUTEPUU HA
McDonald
2. Bp3pacr Hax 18 rogunm.
3. MuBamuaHocT 10 5,0 no ckanarta Ha Kurtzke
4. ArpecuBeH X0l Ha 3a00JIIBAHETO ChC 3aUeCTsABAaHE HA MPUCTHIUTE (MOHE 2 3a MpeaxoaHaTa
rOJIMHAa), BBIIPEKHU MPOBEXKIAHOTO JIEYEHHUE C JPYTH MEUKAMEHTH.
5. 3HaunTeNHO yBenuuaBaHe Ha T2 e3unrte B cpaBHeHue ¢ npeawmectnail MPT npe3 nocnennure 12
Mecerna
I1. U3kiarouBamm
1. Texxku mpuapyxkaBauiy 3a00JIIBaHUS — CHJIHO MMYHOKOMIIPOMETHPAHU MAIlMEHTH (HAmp. ¢
TUMQONEHHs, HEYTPOIICHUS, XHUIIOraMarjoOyJIMHEMHs), W3BECTHH aKTUBHHU 3JI0KAYECTBEHU
3a00IIIBaHHUS.
2. llpunoxeHue Ha APYTH HUMYHOCYNPECOpPU E€AHOBPEMEHHO ¢ ocrelizumab ¢ u3kiIrodeHue Ha
KOPTUKOCTEPOUIH 332 CUMIITOMATHYHO JIEYEHUE HA MPUCTBIIH.
3. BpemenHocrt.
II1. JIeyenue He ce MpUJIara Wiid aKo € 3a104YHaTo ce CIupa Npu:
1. 3abpemeHsiBaHE Ha MAlMEHTKA.
2. CepHO3HM CTpaHUYHU pEaKLUUU OT JIEUEHUETO - JKUBOTO3AcTpallaBallld pEaklUyd CBbP3aHU C
nH(py3UATa WM CEPUO3HHM pEeaKlUd Ha CBPbXUYBCTBUTEIHOCT, MOSBWIM C€ IO BpeMe Ha
mpeiiecTpamaTa nHQPy3usl.
3. AxtuBHa MH(EKIMA ¢ U3KIIOYeHHE Ha I'bOMYHa MH(pekuusa Ha HokTuTe. [locneaBamara nupy3us
ce oTJIara J10 IbJIHO M3JIEKyBaHe Ha MH(]EKIHsTa.
4. Tlogexamo UMYHOAE(PUIIMTHO CBHCTOSHUE, YCTAaHOBEHO IpHU J1a0OpaTOpHO MPOCIEsiBaHE C
aHaJIN3 Ha TUMQOIMTHUTE CyONOMyJIaIuy.
5. AxtuBHa Xenatut B nH(peKus UM peakTuBanus Ha XenaTuT B
6. [IporpecuBHa MmynTHdOKaTHA JeBKOEHIIearmonaTus
7. AxTuBHA TyOepKyJi03a — HOBA WJIM PEaKTUBUpPaHa
8. CrucreMHO Hecna3BaHE Ha CXeMaTa Ha IPUIIOKEHHE
9. Ilpu nurca Ha KJIMHUYHA €EKTHUBHOCT OT JICYEHUETO (2 M moBeve MpHCThIa 3a | ToauHa Win
HapacTBaHE HA MHBAIHMIHOCTTA MO ckaiaTa Ha Kurtzke ¢ 1 1.) wim yBenuuaBane Ha T» ne3uunte (moHe

2 HOBH JIe3UH), B cpaBHEHHE ¢ npeaxoaHo MPT uscnenBane.
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10. [TanmeHTHT MOXE Ja mpeMuHe Ha jedeHne ¢ fingolimod, ponesimod, cladribine, natalizumab,
alemtuzumab uau ofatumumab.
11. locturane Ha naBamuaHoCT 6,0 mo ckanara Ha Kurtzke
12. Jlocturane 10 Bb3pacT 59 TOAUHU M JIMIICA HA aKTUBHOCT Ha 3a00JIIBAaHETO Mpe3 MOCICIHUTE 2

TOJIMHU.

Heo0xoaumu u3cieBaHusi 1 KOHTPOJIHHU NperJiefn Npu JeyeHue ¢ ocrelizumab

L. Ilpeou 3anougane na neuenue:
1. IIKK ¢ nudepennmanno OpoeHe, BKI. UMYHO(PEHOTHIIM3UPAHE HA JTUMQOIUTH, KaTo OposST Ha
mumbonuTUTe TpsAOBa Aa € HopMaieH, a Opoar Ha CD4 >250/uL.
2. CepyMHM TpaHCaMHHAa3H, OUIHPYOUH, ypesi, KpeaTUHUH.
3. CkpuHUHT 3a TaTeHTHU nHeKnn, ocooeno xenatut B, C, HIV u ty6epkynosa (T-spot tect). [Tpu
MAIMEeHTH C aKTUBHA HHQEKIHSI TPUIIOKEHUETO Ha ocrelizumab TpsOBa a ce OTI0KH 0 OBIIA/SIBAHE
Ha uH(peKusITA.
4. TTauueHTH, KOUTO C€ HYXKIAasAT OT BaKCHMHUpPAHE C XHMBa WIN aTCHIOMpaHa BakCHHA, TpsOBa na
MNPUKIIOYAT ¢ MUMYHH3UPAHETO CH HAW-MajdKo 6 CEIMHUIM NpeAHd 3alo4YBaHe Ha JICYCHUETO C
ocrelizumab.
1I. Ilpeou eécaka nocnedsawia ungy3us, na eceku 6 meceya:
1. TIKK ¢ qudepenunanto 6poere. iMmyHodeHoTUITM3MPaHE HAa TUMGOLIUTH ClIe[Ba 1a Ce MPOBEXk/a
Mo TIpeIleHKa Ha HaOJrolaBalivs HEBPOJIOT NPHU IOA03PEHHE 3a TOJICKAN0 MMYHOAEC()HUIIUTHO
CBCTOSIHUE.
2. CepyMHM TpaHCaMHHAa3H, OUIUPYOUH, ypesi, KpeaTUHUH.
3. CKpUHUHT 3a JaTeHTHU uHeKuu, ocodeno xenatut B, C, HIV u ty6epkynosa (T-spot tect). [1pu
MAlMEeHTH C aKTHBHA HMHPEKIIHSI TPIIIOKEHUETO Ha ocrelizumab TpsOBa 1a ce OTI0KU 10 OBIIA/IBaHE

Ha MHPEKIHUATA.

Ofatumumab (Kesimpta) e ogqobpen npe3 2020 r. oT AreHIusATa 32 KOHTPOJI Ha XpaHUTE U
nekapctBara B CAIll (FDA) 3a neyenune Ha mpucThliHU (HOPMHU HA MHOXKECTBEHa ckieposa. [Ipes
2021 r. momyuaBa onobpenue u ot EBpomneiickara arenuus mno nekapcrBata (EMA) 3a nedeHue Ha
BBH3PACTHU MALMEHTHU C IPUCTHIIHU (POPMHU Ha MHOKECTBEHA CKJIEpO3a ¢ aKTUBHO 3a00JIsIBaHE.

[Ipenopbuutennata no03a € 20 mg, mNpuioXkeHa Ype3 MOJKOXKHA WHXKEKIHS, KaTo
IbPBOHAYAIIHO ce Npuiara Ha ceamunu 0, 1 u 2, ciien KoeTo ce mpuiara BeIHbX MECEYHO, KaTo ce
3armoyHe oT ceamuna 4. He e HeoOXoaumo mpemenuKanuss M TOCHEIBallo HabIoaeHne
HEINOCPEACTBEHO cliel] NPUIokKeHUETO. C Bb3MOKHOCT 32 CAMOCTOSITENIHO MPUIIOKEHHE, CIIE] KAaTO

IIBPBOTO MHKCKTHUPAHE € U3BBPIICHO IO PHKOBOACTBOTO HA MCAUIIMHCKHU CIICIIUAIUCT.
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Ofatumumab e m31smo yoBeniko aHTU-CD20 moHOKIOHamHO mMmyHornooynun Gl (IgGl)
anTtuTsU10. CBBp3BaHero Ha ofatumumab keM CD20 maaynupa nusupane Ha CD20+ B-xnerku
NPEeJUMHO 4Ype3 KOMIUIEMEHT-3aBHCHMMa LIUTOTOKCHYHOCT M B IO-MaJIKa CTEMEH, Ype3 aHTUTSIIO-
3aBHCHMA, KIIETHUYHO-MEIMUpaHa LUTOTOKCHUYHOCT. Boau no 6bp30 u TpaiiHO HamasneHue Ha B-
KJIETKUTE JI0 MO AOJIHA TpaHHIla Ha HOpMaTa 2 CeIMUIM ClIe]l HayalloTo Ha JedeHuero. Muaynupa
JU3MpaHe Ha KIETKUTE KaKTO C BHUCOKA, Taka M c HuUcka ekcopecus Ha CD20. 3anaseHa e
CIOCOOHOCTTA 32 BBH3CTAHOBSIBAHE Ha B-KileTKuTe W XyMOpajdHHS UMYHEH OTroBop. Bpemero no
BB3CTaHOBsIBaHE Ha Oposi Ha B-kjieTkuTe 10 MOJ J0JHA paHMIIAa HA HOpMaTa WM CTOMHOCTTa B
M3XOJIHOTO HUBO € 24,6 ceMUIIM CIIe/1 IPEKpaTsIBaHe Ha JICYCHUETO.

Hamansia rogumrHaTta yecrora Ha npuctbiute ¢ 50,5% - 58,5%, O6post Ha Gd+ T nezunte
cpenHo ¢ 95,9% u yecroTaTa Ha HOBH Wi yrojemeHu 1> e3uu ¢ 83% crpsmo teriflunomide.

Yecrorara Ha pa3BuTHEe Ha awmunekapcmeenu anmumena € 0,2%, Karo He € yCTaHOBEHO
HeyTpanu3upaHe Ha eexTa Ha JeUCHUETO.

Cmpanuunume eghexmu ca WHPEKIUU HA TopHUTE nuxarenHu meruma (39,4%), cucteMHH
peakuuu, CBbp3aHu ¢ HUHKeKTHpaHeto (20,6%), mHpeknuu Ha nukouHute meTuma (11,9%) u
peakiuu Ha MscToTo Ha umxkekTupane (10,9%). HabmronaBaHo € THOHMKEHUE HA CpPETHUTE
cToiiHocTH Ha uMmyHornooynuH M (IgM), Ho He ce HabmoJaBa Bpb3Ka C PUCK OT HMH(MEKLHUU.
Ofatumumab ce cBbp3Ba ¢ mpexonHo HamaneHue ¢ 4,3% Ha cpegHUTE HUBA Ha UMYHOrNoOynuH G
(IgG) cnen 48 cenmuniu nevenue, Ho ¢ 2,2% yBenudeHue cien 96 ceamuiy.

IIpomueonokaszan € IpU NALMEHTH ¢ aKTMBHA MH(EKIMs (Hamp. XenaTut, TyOepKyso3a) J10
OBNIa/IiBaHE HA WHQEKIUATa, CWIHO HMYHOKOMIIPOMETHpPAHM TMalUeHTH (JIuM(oIneHus,
HEYTPONICHHS), M3BECTHH AKTHBHH 3JIOKAYECTBEHH 3a00JSIBAHMS, TPOTPECMBHA MYNTH(OKAIHA

neBkoentedanonarus (IIMJI) i cemuenue 3a [IMJI u O6pemeHHOCT.

Kputepun 3a jieueHue Ha MHOKeCTBEHATa CKJiepo3a ¢ ofatumumab npu nanmeHTH ¢
NPUCTHITHO-PEMUTEHTEH X0/ HA 3200/I9BAHETO
1. BkiarouBamu
1. JIluarHo3za MHOXECTBEHA CKJepo3a nmo peBusupanute npe3 2024 r. IMarHOCTUYHU KPUTEPUH Ha
McDonald
2. Bw3pact Hazg 18 rogunmn
3. UuBamuanoct 1o 5,0 mo ckanara Ha Kurtzke
4. ArpecuBeH X0J Ha 3a00JIIBAHETO ChC 3aUECTSABAHE HA MPHUCTHIUTE (MOHE 2 3a MpPEaXOoAHATa
TOJINHA), BBIIPEKH MTPOBEKTAHOTO JICUEHUE C APYTH MEIUKAMEHTH.
5. 3HauuTenHO yBenuyaBaHe Ha T> ne3unrte B cpaBHeHue ¢ npenmecrsan] MPT npe3 nocnennute 12

MEceCa
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1. U3kiarouBamu
1. Texku mpuapykaBamy 3a00JSIBaHUS — CHUJIHO HMMYHOKOMIIPOMETHPAHHW MAIMEeHTH (Hamp. ¢
TUMQOTICHHS, HEYTPOICHUS, XHUIIOraMarioOyJIMHEMHs), HW3BECTHU aKTUBHU 3JI0KAY€CTBEHU
3a00JIIBaHHUS.
2. llpunoxenue Ha OpPyrd MMYHOCYIPECOpPH €THOBpeMeHHO ¢ ofatumumab c u3KIOYEeHHE Ha
KOPTUKOCTEPOU/IU 38 CUMIITOMATHYHO JICUEHHUE HA IPUCTHIIH.
3. BpemenHocr.
I11. JleyeHnue He ce MPUJIATA WK AKO € 3aII0YHATO Ce CIIMpa npu:
1. 3abpeMeHsBaHE Ha MAlMCHTKATA.
2. Cepro3HU CTPAaHUYHU PEAKIIUU OT JICUCHUETO.
3. Tomnmexamo WUMYHOACPUIIMTHO CHCTOSHUE, YCTAHOBEHO IPHU J1ab0OpaTOPHO MPOCIEIsIBaHE C
aHaJIu3 Ha TUMQPOLUTHUTE CyOIOMyIaIuu.
4. AxtuBHa unpexus. [IpunoxeHnero ce mpeycTaHoBsIBa 10 MBJIHO U3JIEKyBaHEe Ha UH(]EKIUITA.
5. AxktuBHa xenatut B nn(ekums unm peaktupanus Ha Xenatut B
6. [IporpecuBHa MynTH(HOKATHA JTCBKOCHIICPATOTIATHS
7. AxTuBHA TyOepKyJi03a — HOBA WJIM PEaKTUBUpPaHA
8. CucTeMHO Hecla3BaHE Ha cxemaTa Ha MPUII0KEHUE
9. Ilpu nurca Ha KIUHUYHA €()EKTUBHOCT OT JICYEHHETO (2 M moBeuye MpHUCThIa 3a 1 roguHa wiu
HapacTBaHe HA MHBAJIMIHOCTTA 1Mo ckaiaTa Ha Kurtzke ¢ 1 1.) wim yBenuuaBane Ha T» ne3uunte (moHe
2 HOBHU JIe3UH), B cpaBHEeHHE ¢ TipeaxoaHo MPT uzcrnensane.
10. IManuenTsT MOXKe na mpeMuHe Ha yedeHue ¢ fingolimod, ponesimod, cladribine, natalizumab,
alemtuzumab, mm ocrelizumab.
11. Hocturane na uaBanuaHoct 6,0 mo ckanara Ha Kurtzke
12. locturane 10 Bb3pacT 59 roJuHu U JUICa Ha aKTUBHOCT Ha 3a00JIsIBaHETO Mpe3 MOCTIeTHUTE 2

TOAWHH.

Heo0xoanmu u3ciieBaHusi 1 KOHTPOJIHHU NperJie[n NpHu JeuyeHue/ Mpeau 3ano4Bane Ha
Jedyenue ¢ ofatumumab
L. IIpeou 3anoueane na neuenue:
1. TIKK ¢ nudepennmanto 6poeHe, BKJI. UMYHO(PEHOTHIIU3UPAHE HA JTUMQOILUTH, KaTo OposT Ha
muMdoruTUTe TpsAOBaA J]a € HopMaJieH, a OposT Ha CD4 >250/uL.
2. CkpuHUHT 3a 1aTeHTHU HHbeKuu, ocooeno xenatut B, C, HIV u Ty6epkymno3a (T-spot Tect). [1pu
MaIMEeHTH C aKTUBHA MH(EKITHS MPUIIOKEHUETO Ha ofatumumab Tps6Ba 1a ce 0TII0kM 710 OBJIaISIBaHE

Ha UH(peKuusTa.
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3. Benukn mMyHM3ammu TpsAOBa /a ce M3BBPIIBAT CHIVIACHO MMYHHM3aIMOHHHUTE MPEHNOPBKU Haii-
MAJIKO 4 CeIMUIIH MIPEIU 3arl0uBaHe Ha JeueHne ¢ ofatumumab B cirydail Ha mpuIarane Ha )KUBHU WK
KMBH aTCHIOMPaHW BAaKCUHU U, 10 Bb3MOXKHOCT, TIOHE 2 CEAMMIIM MPEaN 3al0YBaHE Ha JICUCHHE C

ofatumumab B citydaii Ha ”HAKTUBUPAHU BAKCHHH.

IIpeMmunaBanero Ha 3a00JIIBAaHETO OT MPUCTHIHO-PEMHUTCHTHA KbM BTOPHYHO-
nporpecupaima gpopma ce nehuHUpa Ipy yCTAaHOBABAHE HA MOCTENICHHA IIpOrpecust (HapacTBaHe ¢
noBeye oT | Touka mo ckanata Ha Kurtzke 3a 1 roguna) 6e3 maHHU 3a NPUCTBIIHA AaKTUBHOCT Ha

OosecTTa WK IIPpH HAJINYKUEC HAa TIIACbYHU BJIOIIABAHMA.

JledeHueTo Ha BTOPHYHO @porpecupamara d¢opmMa ¢ JaHHU 3a aKkTUBHOCT Ha
3a0onsBaHeTO ce mpoBexaa cbe siponimod (Mayzent). JledueHnue ce mpoBexja NMpu BBH3IPACTHU
NAIMEeHTH ¢ BTOPUYHO Iporpecupaiia MHoxecTBeHa ckiepo3a (BIIMC) ¢ akTuBHO 3abossiBaHe,
JI0OKa3aHO 4Ype3 TJachyHa AaKTUBHOCT WJM JIaHHUM OT oOpa3Ha JAMAarHOCTUKA 3a Bb3MAJUTENIHA
aKTUBHOCT.

Siponimod (Mayzent) e counrosun-1-docdat (S1P) peuentopen momynatop, o1o0peH mnpe3
2019 roxa. or FDA 3a neyeHue Ha MPUCTBIHU (OPMHU HA MHOXKECTBEHA CKJIEPO3a, BKIIIOUUTEITHO
BTOPUYHO-IIpOrpecupalia MHOXKECTBEHa CKJIepo3a ¢ akTuBHO 3a0osaBane. [Ipe3 2020 r. siponimod
noy4yaBa onoopenre or EMA 3a nedyeHue Ha BB3pacTHU MAIMEHTH C BTOPUYHO MpOTpecupalia
MHOXkecTBeHa ckiiepo3a (BIIMC) ¢ aktuBHO 3a0o0JsiBaHe, J0Ka3aHO Ype3 MPUCTHIN WM JaHHU OT
o0pa3Ha AMarHOCTHKA 33 Bh3MAINUTEIIHA AKTUBHOCT.

[Ipenu 3anouBaHe Ha JIEUEHUETO MallMeHTUTE TpsiOBa 1a ObAat renotunusupanu no CYP2CI.
[Tpu nmanumentn ¢ renotun CYP2C9*3*3, siponimod He 6uBa na ce m3non3sa. Ilpu namuentu c
reHorunn CYP2C9*2*3 wim *1*3, npenopbunTenHaTa moIbpiKaiia a03a € 1 mg, mpuera BEAHBK
nHeBHo. IlpenopbunTennara mojabpkama go3a siponimod mpu MarMeHTUTe ¢ BCUYKH OCTAaHAIN
CYP2C9 renotunose € 2 mg, npuemMaHa BeJHbX AHEBHO. JleueHunero 3anousa ¢ 0,25 mg BenHBXK
JTHEBHO Ha JieH | u 2, mocneaBanu ot Ao3a 0,5 mg BeagHbX JHEBHO Ha AeH 3, ciuen ToBa a03a 0,75 mg
BEIHBX THEBHO Ha JeH 4 u 1,25 mg Ha neH 5, 3a Aa ce JNOCTUTHE MpeanucaHaTa Ha MalueHTa
noJyIbprkaia Jo3a siponimod, ¢ KOSATO ce 3amoyBa Ha JieH 6. AKO MOJIbpiKallara Tepamnus ce
MIPEKbCHE 3a 4 WK NOBEYE MOCIIeA0BATETHU PUEMa, JIEYEHHETO C¢he siponimod TpsiOBa 1a 3amoyHe
OTHOBO C TUTPUPAHE.

Siponimod ce cBbp3Ba CENEKTHBHO C JiBa OT meTTe cPuHro3mH-l-pocdar pernentopu, a
umenHo S1P1 u S1P5. [leiicTBaiiku kato (yHKIMOHANCH aHTaroHUCT BbpXy S1P1 penentopure Ha
muMmdoruTute, siponimod mpenoTBpaTiABa M3JIM3aHETO UM OT JIMM(HUTE BB3IH. ToBa HamalsiBa

nupKyJnamnusata Ha T-kiaeTku B 1ieHTpanHara HepBHa cucrtema (IIHC) m orpannuaBa 1eHTpaIHOTO
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BB3NAIcHUE. Siponimod BoAM 10 /10303aBUCHMO TOHI)KCHHE Ha Oposi Ha JTUMQOUMUTHTE B
nepudepHata KpbB B paMKHTE Ha 6 4aca cjeJl mpueMa Ha IIbpBara J103a BCIEACTBHE Ha oOpatuma
cekBecTpanus Ha JuMmdouuTH B auMdounanata ThkaH. C MpoabbKaBaHe HA €KEAHEBHUS IpPUEM
OposAT Ha JUMQGOIUTUTE NPOIBJDKAaBAa J1a Cce MOHMKaBa, JocTuraiiku npuoimsutenHo 20-30% ot
n3xoaHotTo HUBO npH TUnUYHUTe CYP2C9*1*1 mnm *1*2 manmentu ¢ BIIMC. Huckusar 6poii Ha
TUMQOIUTHTE CE 3aIa3Ba NPU €KEAHEBEH MPUEM.

Pesynrarure oT KIMHUYHOTO NpoyuBaHe npu nanueHtu ¢ BIIMC noka3sar, ue BpeMeTo 3a
HACThIIBaHE Ha 3- U 6-MeceyHa MOTBBP/CHA MPOTrpecHsl Ha MHBAIMIU3AIUATA € 3HAYMMO 3a0aBEHO
npu siponimod, ¢ HamalsiBaHe Ha pUCKa CbOTBETHO ¢ 21% u 26% cnpsimo mianedo, ¥ ChbOTBETHO C
31% u ¢ 37% npu naureHTUTE ¢ aKTUBHOCT Ha 3a0o0sisiBaHeTo. YecToTara Ha NPUCTHIIUTE € HamMalleHa
¢ 46% cnupsmo mare6o, a moHmkennero Ha 6post Ha Gd+ T1 ne3un 3a 24 mecena e 85% B cpaBHEeHUE
¢ mwianeoo.

Cmpanuunume egexmu ca TIaBoOONMe, XUNEPTOHHUS U TMOBUIIABAHE HA YEPHOAPOOHUTE
(GYHKIMOHATHY TOKa3zaTenu. Jpyrn 4ecTu CTpaHWYHU €PEeKTH ca 3aMasHOCT, I'bPUYOBE, TPEMOP,
MakyJeH eneM, Opaaukapiusi, aTpUOBEHTpPUKYJIapeH OJok, rageHe, u auapusd. CeliecTByBa
MOTEHIIUAJICH PUCK OT Pa3BUTHE HA XEpIIeC 30CTep U OA3ATHOKIEThYEH KapIIMHOM.

IIpomueonoxazan € NpH MALUEHTH ¢ UMYHOJePHUIMTEH CUHAPOM, aHamHe3a 3a [IMJI umun
KPUIITOKOKOB MEHUHIMT, aKTUBHO 3JIOKQYECTBEHO 3a00JsBaHE, TEXKa CTENEeH Ha YepHOAPOOHO
yBpexaane (kiac C no Child-Pugh), muokapaen undapkr npes nociegnure 6 Mecena, HecTaOMIHA
CTCHOKApAMs, MO3bYeH WHCYIT/MpeXxoJHa WCXEMHUYHAa aTaka, JICKOMIICHCHpaHa ChbpAeyHa
HEJO0CTaThUHOCT WM ChpJieuHa HepocTarbyHOCT Kiac III/IV, manuenTu ¢ anamHesa 3a BTopa CTeneH
aTpuoBeHTpUKYyJapeH 010k Mobitz tum II, AV 6510k OT TpeTa cTeneH, CHHOAaTpHUaJIeH ChpIe4eH OJI0K
WM CUHAPOM Ha OOJIHUS CHHYCOB Bb3€J, aKO HE € ITOCTaBEH NEeHCMENKbp, MallueHTH XOMO3UTOTH
no CYP2C9*3 (CYP2C9*3*3) renorurn, npe3 nepruoja Ha OPEeMEHHOCT U MPHU KEHHU C JETepOJIeH

NOTCHIOHAJl, KOUTO HEC MU3II0JI3BaT e(bCI(TI/IBHa KOHTpanuenuus.

Kpurepun 3a 1eyeHne Ha MHOKECTBEHATA CKJIeP03a cbC siponimod npu nanMeHTH ¢
BTOPHYHO Nporpecupama ¢gopma Ha 3a00/19BaHETO
1. BkiouBamm
1. JIlnarHo3a MHOXECTBEHA CKJIepo3a Mo peBusupanute npe3 2024 r. TMarHOCTUYHM KPUTEPHUH HA
McDonald
2. Bw3pact Hazg 18 rogunu
3. MuBamuaHocT 10 5,0 o ckanarta Ha Kurtzke
4. IIpoabKUTEITHOCT Ha MpOTpecusita oT 6 Mecela, KaTo MoraT Jia ce HaOJoIaBaT U TIaChYHHU

BJIOLIIABAHUA Ha 3a00JISIBAHETO.
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5. Jannau ot MPT nokasBamm HalMuue Ha Bh3NaJMTeNHAaTa akTUBHOCT - Gd-ycunBamm ce T ne3un
W/WIM aKTUBHM (HOBU WM HapacTBaiu) T2 ne3un.
II. M3karouBamm
1. [TaruenTH ¢ UMYyHOAEPUIUTEH CUHIPOM WM MIPOBEXK AN UMYHOCYIIPECUBHA TEPAIIHsl.
2. AHaMHe3a 3a IporpecuBHa MyITU(HOKAIHA JeBKOCHIIePaIonaTHs U KPUIITOKOKOB MEHUHTUT.
3. AKTUBHO 3JI0Ka4€CTBEHO 3a00JIsIBaHE.
4. Texxka crerieH Ha uepHOapoOHO yBpexaane (kiaac C mo Child-Pugh)
5. TlaumeHntu, KOUTO B MpPeaXOAHHTE 6 Mecella ca UMald MHUOKapJeH HH(}apKT, HecTaOuiIHA
CTCHOKApAMs, MO3bYEH HHCYIT/IPEXOHa MCXEMHYHA aTaka, JACKOMIIEHCHpaHa ChpJAeyHa
HEJO0CTAaThUHOCT (M3MCKBAIa OOJHUYHO JICYCHUE) WIIM ChpJieduHa HepocTaTbuHoCT Kiac III/IV 1o
NYHA.
6. [larimenTu ¢ aHaMHe3a 3a BTOpa CTEIeH aTpuoBeHTpuKyIapeH (AV) 6mok Mobitz tum I, AV 610k
OT TpeTa CTENeH, CHHOATPUAJIEH Chp/CUYeH OJIOK WM CUHAPOM Ha OOJHHS CHHYCOB Bb3€J, aKO HE €
IIOCTaBEH IIEHCMEUKBP.
7. lauuentn xomo3urotau no CYP2C9*3 (CYP2C9*3*3) renotun (cnabu MeTaboan3aToOpn)
8. BpeMeHHOCT U KbpMEHE; )KeHH, KOUTO HE M3MO0JI3BAT e(heKTUBHA KOHTPAIICTIIIHS.
II1. JIeyenue He ce MpUJIara WM aKo € 3a104YHaTo ce CIUpa Npu:
1. 3abpemeHsiBaHE Ha MAlMEHTKATA.
2. Cepro3HU CTPAHUYHU PEAKIIMH OT JICUCHUETO.
3. CucTeMHO Hecrna3BaHe Ha cXeMaTa Ha IPHIIOKEHUE
4. IIporpecruBHa MynTU(hOKaTHA TeBKOEHIehaTOnaTHs WM KPUITOKOKOB MEHHUHTUT
5. Jlunca Ha kIMHUYHA €(EKTUBHOCT OT JICYEHHETO - TPOTPECUBHO BIIOIIABAHE HA CHCTOSIHUETO HA
OomHus ¢ moBeye oT 1 Touka mo ckanata Ha Kurtzke 3a 1 roguna.
6. Jlocturane Ha uaBamuaHocT 6,0 o ckanara Ha Kurtzke
7. docturane a0 BB3pacT 59 TOAMHU U JIUIICA HA AKTUBHOCT Ha 3a00JISIBAHETO TMpe3 MOCIEIHUTE 2
TOJINHU.

8. IlpenxoaHo neuenue ¢ alemtuzumab.

Heo0xonnmu u3cieqBaHusi 1 KOHTPOJIHH NperJiey NpH JiedeHne cbe siponimod

1. Ilpeou 3anousane na neuenue:
1. Akryanuu uscneaBanus (10 1- meceuna nasaoct) Ha I1IKK, cepymHu TpancamMuHa3u 1 OWiIupyOuH.
2. U3cnensane 3a anturena cpemry varicella zoster supyc (VZV). B ciyuaii, ye ca HeraTuBHH, €
HE00XO0MMO Jja c€ HAIlpaBU UMYHU3aLUs NIPEIN 3alI0YBAHE Ha JICUEHHUETO.
3. 'eneTn4HO M3cnenBaHe 3a onpenensHe Ha renotuna no CYP2C9

4. O¢dranmonoruvyna OreHKa.
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1I. Ilpu 3anouseane na n1evenuemo:
1. Ilpu marueHTH Che CUHYCOBA Opanukapaus (ChbpJedHa 4ecToTa Mo 55 yaapa B MHHYTa), IbpBa
wim BTopa creneH AV 610k Mobitz tun | nnmn anamuesa 3a npekapaH MHOKap/eH WHPAPKT Ipean
noBeue oT 6 Mecella WK ChpJIeYHa HEAOCTAThbUHOCT: MPOCeAsBaHe B MPOAbIKeHUE Ha 6 yaca 3a
CUMITOMH Ha OpajuKapus, ype3 eKke4acHO U3MepBaHe Ha IyJica M KPbBHOTO HaJsITaHe.
2. CepyMHM TpaHCaMHMHAa3H, OMIMpPYyOUH, ypes, KpeaTUHUH.
3. IIpe3 mbpBUTE 6 AHU OT JICUEHUETO, AKO CE€ MPOITYCHE €THa TUTPHUPAILA 032 B €IUH JICH, JICYCHUETO
TpsIOBa J1a ce 3aroYHe OTHOBO C HOBA OMAKOBKA 32 TUTPUPAHE.
111 Ilo epeme na neuenuemo:
1. OdranmonornyHa orieHKa Ha 3-4 Mecell Clie/] 3aI04YBaHe Ha JICUYCHHUETO.
2. IlepunoguvHO TIpOCiIeasIBaHe HA BCEKH 6 Mecella Ha ITbJIHA KPhBHA KapTUHA M aKO CE MOTBBPAH
abcomoreH Opoit Ha nmuMdonuture <0,2 x 10°/L, nozara TpsOBa na ce Hamanu Ha 1 mg. Ako ce
NOTBBLPAU abcomoTen nuMdoruTen 6poit <0,2 x 10°/L npu HalupeHTH, KOUTO Bede MOIydaBaT
siponimod 1 mg, neyeHneTo TpsAOBa 1a ce MPEeKbCHE JTOKaTo OpoaT Ha mumdonutute crane 0,6 x
10°/L, cieq KoeTo MoKe Ja ce OOMHUCIIH TIOAHOBSIBAHE HA JICYCHHUETO.
3. [MarmenTuTe TpsiOBa Aa chOOLIABAT HA JIEKYBAIUS JIeKap 32 BCAKAKBU 3PUTEIHU HAPYIICHUS WU
MPHU3HAIM U CUMIITOMH Ha MHPEKIIHUS.
4. Axo ce mpeKkbCHE 3a MoBeYe OT 4 MOoCIeA0BATEIHH JHHU, JIEUEHUETO TPsOBa JAa 3alI0YHE OTHOBO C

HOBA OIAKOBKa 3a TUTPUPAHE.

JleuenneTo Ha BTOPUYHO-TIporpecupaiiata popma Ha 3a00JsIBAHETO TTPH MALIMEHTH, KOUTO Ha
(hoHa Ha IporpecusiTa MPOIBIKABAT J1a MOTy4YaBaT Y€CTH MPUCTHIN (MPOrpecupanio-peMuTeHTHA
¢opma) 61 morIo 1a ce mpoBese u ¢ uuTepdepoH Oera-18 (Betaferon, Extavia). [Tpunoxxenuero Ha
Ta3| Tepanus ¢ MHAUKAIKs BTOpudHO-TIporpecuBHa MC KbM MOMEHTa HEe HaMHpa MUPOKa yIoTpeda
B MpaKkTUKara. Bwopeku, ye gaHHUTE 32 €UKACHOCT HE CE OCHOBABAT HA AKTyaIHW KIMHUYHH
M3NUTBaHus, WHTEphEpoH OeTa-1B Moka3Ba HaMajeHHWE Ha YeCcTOTaTa M CHUJIaTa Ha HACIOXXCHUTE
MPUCTHIU MIPU OOJTHU C BTOPUYHO MPOTPEIUCHTEH XO/I Ha MHOXKECTBEHATa CKIIepo3a. Y AbJKaBa ce
BpPEMETO 32 HapacTBaHE Ha WHBAIHMIHOCTTA C OKkoJio 12 Mecena 3a 2 TOAWMHH, HamalsBa Opost Ha
Houte MPT ne3un. JleueHue ce mpoBeXkaa MpU MAIMEHTH ¢ MO-Obp3a mporpecus, mpu OaBHA

MpOrpecus He € HE0OXO0IUMO TIpHIaraHe Ha MEJUKaMEHTH.

Kpurepumn 3a npujiarane Ha jiedeHHe HA MHOKeCTBEHATa CKJIepo3a ¢ uHTepdepon dGera-1B
(Betaferon, Extavia) npu naumeHTH ¢ BTOPUYHO NMPOrpeAHeHTEeH X0/ Ha 3200/I9BAHETO U
HACJIO’KEHU YeCTH NPUCThIN

1. BkiaouBamu
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1. JlnarHo3a MHO>KECTBEHa CKJIepo3a Mo peBu3upanute npe3 2024 r. IMarHOCTUYHU KPUTEPUU HA
McDonald
2. Bw3pact Hazg 18 rogunu
3. MuBamuaHocT 10 5,0 no ckanarta Ha Kurtzke
II. M3karouBamu
1. IpuapyxaBamy XpOHUYHU 3a00JsIBaHMS, KOUTO CKbCSIBAT MPOABIKUTEIHOCTTA HA KUBOTA
(aITKOX0MM3BM, IEMEHITHS, ICUX03H, 3JI0KAYeCTBEHH HOBOOOPA3yBaHUsl, KOUTO HE Ca B PEMHUCHS).
2. bonHu ¢ Texka nenpecus U CyHIMAUTET 110 BpeMe Ha JICYSHUETO
3. Bpemennoct
I11. JIeuenue He ce MpUJIara WM aKo e 3aM04YHATO ce CUPA NMpH:
1. 3abpemeHsIBaHEe HA MAIUEHTKATA
2. Cepro3HU CTPAaHUYHU PEAKIIMH OT JICUCHUETO
3. JIunca Ha KMMHUYHA €EKTUBHOCT OT JICUCHHETO - IPOTrPECHBHO BIIOIIABAaHE HA ChCTOSIHUETO HA
OoitHMs ¢ ToBeue OoT 1 Touka o ckanara Ha Kurtzke 3a 1 roguna.
4. CucTeMHO Heclla3BaHe Ha jJedyeOHaTa cxeMa OT OOJIHUS
5. Jlocturane Ha uaBamuaHocT 6,0 mo ckanara Ha Kurtzke
6. locturane a0 BB3pacT 59 roOAMHU U JIUIICAa HA aKTUBHOCT Ha 3a00JISIBAHETO TMpe3 MOCIEeIHUTE 2

T'OJWHHU.

IIpu manueHTH ¢ BTOPUYHO-pPorpecupamia popma Ha 3a00JIIBAHETO H HACJIOKEHH MPUCTHIU
HEBPOJIOT'BT TPAOBA /1a B3eMe pellleHHe 32 3all04YBaHe Ha:

1. Jlewenwue cne siponimod

2. Jleuenwue c untepdepon 6eta-18 (Betaferon, Extavia)

3. CuMIITOMaTUYHO JICUECHUE

JleueHneTo Ha MBLPBHYHO Mporpecupamara opmMa Ha 3a00JIBAHETO C€ MPOBEXKIA C
ocrelizumab (Ocrevus). Jledenue ce mpoBexaa Mpu MAMEHTH C paHHA IMBPBUYHO MPOTpecHpaIa
MHOkecTBeHa ckiepo3a ([ITIMC) mo oTHomIeHNE HA TPOBDKUTETHOCT Ha 3a00SBaHETO U HUBO Ha

HWHBAJIMJAU3UPAHE U C OGp&SHO-HI/IaPHOCTH‘{HI/I XAPAKTCPUCTUKU HA BB3INAJINTCIIHA aKTUBHOCT.

Kpurtepumn 3a jieueHHe Ha MHO2KeCTBEHATA CKJIepo3a ¢ ocrelizumab npu nanuenTn ¢
IbPBUYHO NMporpecupaina popma Ha 32060, I9BAHETO
I. BkirouBammu
1. JlnarHo3a MHO>KECTBEHA CKJIepo3a Mo peBu3npanuTe npe3 2024 r. IMarHOCTUYHU KPUTEPUU HA

McDonald
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2. Bu3pact Hajx 18 rogunu
3. MuBamuaaoct 1o 5,0 o ckamara Ha Kurtzke
4. ITpoabiKUTENHOCT Ha 3a00JIIBAHETO OT MOSIBATa HA CUMIITOMHUTE IIOBEYE OT €1HA T'OAMHA U T10-
MaJIKO OT 3 TOOUHHU.
5. Jlumnca Ha NPUCTBIIM OT HAYAJOTO Ha 3a00JIBAHETO, MpPH MPOTPECMBHO BIIOIIABAHE HAa
CUMIITOMUTE.
6. lanau ot MPT nokasBamy Hanuuue Ha Bh3NANIUTENHATa aKTUBHOCT - Gd-ycunBamu ce T ne3un
W/WJY aKTUBHU (HOBM WJIM HapacTBaiu) T> ae3un.
I1. U3kiarouBamm
1. Texxku mpuapyxkaBauiy 3a00JIIBaHUS — CHIIHO HMMYHOKOMIIPOMETHPAHU MAIlMEHTH (HAmp. ¢
TuMQONEHHs, HEYTPOIICHUS, XHUIIOraMarjoOyJIMHEMHUs), W3BECTHH AaKTUBHHU 3JI0KAYECTBEHU
3a00IIIBaHHUS.
2. [IpunoxkeHue Ha APYTU UMYHOCYIIPECOPH €THOBPEMEHHO ¢ ocrelizumab.
3. BpemenHocrt.
I11. JleueHnue He ce MPUJIAra HJIM aKO € 3alI0YHATO ce CIIUPa Npu:
1. 3abpemeHsiBaHE HA MAllMEHTKA.
2. CepuO3HM CTpaHUYHU pEaKLUUU OT JICUEHUETO - JKMBOTO3ACTpallaBallld PEaKLUH CBBP3aHU C
nH(Qy3UATa WM CEPUO3HU pEaKlUd Ha CBPbXUYBCTBUTEIHOCT, MOSBWIM C€ IO BpeME Ha
npelecTamara nHpy3usi.
3. AxTuBHa MH(EKIMS ¢ U3KIIOYEHHE Ha I'bOMYHa MH(pekuus Ha HokTuTe. [locneaBamara nupy3us
ce OoTJIara J1o IbJIHO U3JIeKyBaHe Ha MH(EKLusATA.
4. JlanHu 3a moasexamo UMyHoAepUUUTHO cbcrosiHuE (BKI. CD4 mumdouutn < 250/ul),
YCTaHOBEHU IIpU Ja0OPaTOPHO MPOCIEAsIBAaHE C aHAIU3 Ha TUMPOLMTHUTE CYOIONyIalllH.
5. AxtuBHa xenatutT B nH(pekuus unm peakTuBanus Ha XenaTuT B
6. IIporpecuBHa MyntudokaiHa JeBKOeHehanonaTus
7. AxTuBHA TyOepKyJi03a — HOBA WJIM PEaKTUBUpPaHa
8. CuCcTeMHO Hecla3BaHE Ha cxemaTa Ha MPUJI0KEHUE
9. Ilpu nurca Ha KITMHUYHA €(EKTUBHOCT OT JICUEHHETO C MPOTPECUBHO BIIOIIABAHE HAa ChbCTOSHUETO
Ha OonHMA ¢ moBeye oT 1 Touka no ckanara Ha Kurtzke 3a 1 ronuna.
10. Hocturane Ha uaBanuaHocT 6,0 mo ckanara Ha Kurtzke
11. locturane 10 BB3pacT 59 ToauHU U JHICa HA aKTUBHOCT Ha 3a00JIIBAaHETO MPe3 MOCIECTHUTE 2

TOJWHH.

Heo0xonnmu n3ciieqBaHusi 1 KOHTPOJIHM IperJiey NpH JedeHune ¢ ocrelizumab

1. Ilpeou 3anousane na neuenue:
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1. IIKK ¢ gudepennuanHo OpoeHe, BKI. UMyHOGEHOTUITU3HPAHE HA JTUMOIUTH, KaTO OpOsAT Ha
muMdoruTHTe TPsOBaA Ja € HopMalieH, a OposT Ha CD4 >250/uL.
2. CepyMHM TpaHCaMHMHAa3H, OMIMPYyOUH, ypes, KpeaTUHUH.
3. CkpuHHMHT 3a JaTeHTHU nHpeKknn, ocooeHo xernatut B, C, HIV u ty6epkyo3a (T-spot Tect). [Ipu
MAUEHTH C aKTUBHA MH(EKIUs MPUII0KEHUETO Ha ocrelizumab TpsOBa Aa ce OTII0XKHU 10 OBJIaJIIBaHe
Ha UH(peKuusTA.
4. TTaumeHTH, KOUTO C€ HYXKIasAT OT BaKCHMHUpPAHE C HMBa WJIM aTCHIOMpaHa BakCHHa, TpsOBa na
MPUKIIOYAT C UMYHHM3UPAHETO CH Hal-Maiko 6 CeAMMIM NIpeau 3aro4yBaHe Ha JICYCHHETO C
ocrelizumab.
11. IIpeou eécaka nocneosawya unghyzus, Ha ecexu 6 meceuya:
1. IIKK ¢ qudepennunanno 6poene. imyHoheHOTHTTH3MPaHE HA TUM(OLUTH CIIEBA 1A CE IPOBEXK/Ia
M0 TMpelleHKa Ha HaOIIo/aBalusl HEBPOJIOT MPHU MOJO3PEHHE 32 MOANEKAI0 UMYHOACPHUIIUTHO
CbCTOSTHUE.
2. CepyMHM TpaHCaMHMHAa3H, OMIMpPYyOUH, ypes, KpeaTUHUH.
3. CkpuHUHT 3a TaTeHTHU nHeKnn, ocooeno xenatut B, C, HIV u ty6epkynosa (T-spot tect). [Tpu
MAIUEHTH C aKTUBHA HH(EKIUs MPUIOKEHUETO Ha ocrelizumab TpsOBa aa ce OTI0XKHU 10 OBJIaJIIBaHe

Ha UH(peKuusTa.

TpancniaHTauMsATAa HA CTBOJIOBU KJIETKH CE MpuUara 3a oCTUraHe Ha Obp3a, riaobanHa u
NpoABDKUTENTHAa UMyHocynpecus. Cre 1bI00Ka UMyHOCYIpPECHsl ce TPaHCIUIAaHTUPAT CTBOJIOBU
KJIETKU OT mnepudepHara KpbB. Moxke 1a uMa epeKT IpH MalueHTH ¢ MajurieHa ¢opmMa Ha
3a00J151BaHETO, HO TPSOBA J1a C€ MMa MPEABU] HEWHATa TOKCUYHOCT, CbC CMBPTHOCT S5 — 10%. 1o TO31M
MOMEHT MMa MaJIKO IMyOJIMKYBaHU MPOYYBAHUS C MPOCIEeAIBaHE Ha MAIleHTUTEe 10 2 TOJAUHHU, KaTo
ce Ha0Ir0aBa MOBIUSBaHE C MpeKpaTsiBaHe Ha nmpucThiute mpu 80% OT MaIMeHTHTe C PEMUTEHTHA
dbopma, HO camo okono 40% mpu Te3w C WHPBHYHO Tporpecupama (opma. He ce wnamara
MOJUTHPIKAII0 UMYHOCYTIPECHBHO JiedeHrne. HeoOXommmu ca mo-TpoIbJKUTEITHHA TPOYYBaHUS 3a 13
ce TPWIOXKH TpPAaHCIJIAHTAIMSITa Ha CTBOJIOBM KJIETKHM B KIMHHYHATA TpPaKTHKA. bbirapckara
acolanys 3a JBUTATEJIHW HApYLICHUS M MHOXECTBEHa CKJiepo3a W bbiarapckoro ApykecTBO IO
HEBPOJIOTHS HE MPETophYBAT TOBA JICUCHHE, JIOKATO HEroBaTra e()eKTUBHOCT M O€30MacHOCT HE ce
MOTBBPIIAT Upe3 KOHTPOIUPAHU MPOYIBAHUSI.

IlepkyTaHHaTa TPAHCIYMHHAIHA €HI0BACKY/JAPHA AHTHOILIACTHKA WJIH CTEHTHPAaHe Ha
eKCTPAaKpPaHUAJTHUTE BEHO3HHM CTEHO3H 3a JICYeHUE HAa XpOHHYHATa LepeOpo-ClMHATHA BEHO3HA
HEJIOCTaThYHOCT HE OMBa J1a ce mpujiara mpu OOJTHU C MHOXKECTBEHA CKJIepo3a. XpOHUYHATA [Iepedpo-

CIIMHaJIHa BCHO3Ha HEAOCTAaThbYHOCT HC UI'PA€ POJIA B IIAaTOrCHE3aTa Ha MHOXXECTBCHATA CKJICPO3a.
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ITanueHTHTE MOraT 12 Ce XOCIUTAIU3MPAT B HEBPOJIOTHYHO oTAeaeHre U u3BbH Y /JILI ot
HEeBPOJIOr:
e [lpu sleyeHue Ha IPUCTBI
e [lIpu 3anouBaHe HA MEIUKAMEHTO3HO JICYEHHE U3BBH ITPUCTBHII

e [Ipu Hammuue Ha APYTH, 3aCTpaIIaBAIU CUMIITOMU

HespoaorsTt B YJILI TpsioBa n1a nperJiexaa 00JJHUS BeHbK Ha 6 Mecela ¥ MPH BCAKO
BJIOLIIABAHE U 12 HA0/JI01aBa 3a:

¢ HACTBIIBAHC HAa HOB IIPUCTHII

e [IPOTPECHBHO BJIONIABAaHE HA CHMIITOMATHMKaTa ¢ moBeue oT | Touka mo ckamara Ha Kurtzke
TOJTUIITHO

® 3a4YCCTABAHC HA NPUCTBIIUTE IMOBCUC OT 2 TOAUITHO

e cTpaHWYHU €PEKTH OT MPUIATAHOTO JICUEHUE U3BHH MPUCTHII

e e(eKTUBHOCT OT MPHUJIATAHOTO JICYEHHE U3BBH MPUCTHIT

® [I0siBa HA JIETIPECHs], yMOpa, KOTHUTHUBHH, CEKCYaIHU U Ta30BO-PE3EPBOAPHU HAPYIICHUS

L4 HGO6XOI[I/IMOCT OT CUMIITOMAaTHU4YHO JICHCHUEC

3a KOHTPOJI HA JIeYeHHETO, C OTJIe/] HETOBOTO ONTHMH3UPAHE € HE0OXOJMMO MAIlHeHTUTE Ja
ce TmpociensBar KIMHHUYHO TMOHE BEIHBXK Ha 6 Mecema. TpsOBa na ce cienu 3a yectoTaTa Ha
MPUCTBITUTE, TAXHATA TEXKECT, BPEMETPACHETO U MPOIICHTA HAa BH3CTAaHOBsIBaHE ciie]] nmpucThia. 1o
TO3W HAYMH MOKE Jla C€ MPEICHH Jajli MAUCHTHT C€ IMOBJIHSIBA ONTHMAIHO OT MPHIIOKEHOTO
MMYHOMOIYJIMpAIo JieueHue. Yecrorata Ha MpUCTHIUTE TpsiOBa ma ce Hamanu ¢ 30 g0 45% B
CpaBHEHHE C YeCTOTaTa Mpe/iv 3arl0YBaHe Ha JICUEHUETO, 3a /1a Ce MMpUeMe, e € HalIMIE TeparneBTuIHa
edexTuBHOCT. OlleHKa 32 €PEeKTUBHOCTTA OT TE€pANMITa MOXKE JIa Ce MpaBu 6 Mecena, ciel HEHHOTO
Havayo. [IpucTemMTe WMaT pa3TMYHa 3HAYMMOCT 3a TAIMECHTa, B 3aBHCHMOCT OT KIMHUYHATA
CUMIITOMATHKA, KOATO TPEIU3BUKBAT. 3aCcATaHETO HA JIBUTATEIIHATA U MAJIKOMO3bYHATa CHCTCMH,
KAaKTO M TIOSIBaTa Ha Ta30BO-PE3EPBOAPHHU HAPYIICHHS M OCOOCHO KOMOWHUPAHOTO 3acsiraHe Ha
HSIKOJIKO CUCTEMH TI0 BpeMe Ha IPUCTBHII, UMAT IO-JI0IIIa MPOTHO3a. 3HAYUMU €A ¥ IPUCTHITUTE KOUTO
M3HUCKBAT KOPTHKOCTEPOUTHO JieueHHe. [1o-oma e mporno3arta v Mpy HEMOBJIUSIBAaHE HA TPUCTHIIA
OT KOPTHKOCTEPOHIM B HAYAIOTO Ha 3a00JsiBaHETO. B mo-HampenHanuTe ctaany Ha 3a00JISIBaHETO
pedpakTepHOCTTa HA MPUCTHIIUTE KbM KOPTUKOCTEPOHIHO JIeUeHHE € uYecTo cpemiaHa. Korato
BB3CTAHOBSIBAHETO OT MPUCTHIIA € HEMBIHO WJIH MPOIBJDKABA HIKOJIKO MECela, ChIIo MOXE Jia ce
npreMe, 4e UMYHOMOIYJIMPANIOTO JICYCHHE HE € JOCTaTh4HO edekTtuBHO. [IporpecupaneTo Ha
WHBAJIUTHOCTTa, olleHeHo 4pe3 EDSS (mpunokenwe 7), ChIIO TOBOPU 3a JUNCa HA €PEKT OT

MMYHOMOAYIHpAIoTo jJeueHrne. Ouenkara Ha eeKTUBHOCTTA OT JICUeHHETO ce onpeaens u or MPT
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n3cnensaneto. ONEHsBAT ce TosiBaTa Ha HOBU WITH HapacTBaHeTo Ha crapute T1 u T2 ie3un, mosBara
Ha 3acuiBamy ce oT gadolinium ne3uu, Mo3p4yHATAa arpoduss M OOLIOTO HATOBapBaHE OT
3a0onsBanero. OlEHKaTa Ha KOTHUTHBHHUTE (YHKIHMH, YMOpaTa, MACTPEeCUsTa, COIHMATHHUTE
AKTUBHOCTH M KAueCTBOTO Ha JKMBOT CHIIO MMAaT 3HAYCHHE 3a OIEHKAaTa Ha e()EeKTHBHOCTTA OT
ngedeHuero. Ilopagu  JaHHWTE 32 I[OBIMSBAaHE HA  KOTHUTUBHUTE  HApyIICHHS  OT
HUMYHOMOOYJIUPAIIOTO JICUCHUC, BJIOIIABAHCTO HA KOTHUTHUBHUTC q)yHKL[I/II/I ¢ HHIUKATOp 3a

cybonTumaineH eeKT OT JICYSHUETO.

o JleyeHHeTO HAa TNAalMeHTAa TPsAOBa jJa ce mpepasriiefa aKo ca HaJWle TaHHH 3a
BJIOIIIABAHE HA MPUCTHINTE, Mporpecusita u MPT Haxoakara (nmpujioxkeHue 6):

® J[aHHU C HUCKO HUBO HA 3HAYMMOCT U 110 TPUTE MTOKA3ATEIISI

® J[aHHU C YMEPEHO HUBO HA 3HAYMMOCT 110 2 OT TSAX

e JJaHHM C BUCOKO HMBO Ha 3HAYMMOCT IO €IHMH OT TIX

e JledyeHneTo Ha MAlMEHTA C MBPBUYHO MPOrPECHpaIla, MPUCThIIHO-PEMUTCHTHA U BTOPUYHO-
porpeaueHTHa GopMa MPOoIbDKaBa 0 JAOCTUIaHEe Ha HMHBAIMIHOCT 6,0 Mo ckajgaTa Ha
Kurtzke.

e (Cileq Ta3W CTENEH HAa WHBAIMIW3AIMS HAMAJIBAHETO HA MPHUCTBHIIUTE HE IOBJIHIBA

MPpOrpeCUPAHCTO HA UHBAJIMAU3alHATA.

[Ipy yacT OT mHalMEeHTHTE KOHBEHLMOHAJIHO H3IOJ3BaHaTa Tepanmus He € e(eKTHBHa.
M3non3BaHuTe B MOMEHTAa MEAMKAMEHTH Ca HACOUEHHW KbM IIOBJIMSABAHE HAa BB3MAJICHUETO U MUMaT
yMepeH eeKT 10 OTHOUIEHHE Ha MOBJIMSABAHETO HA YecToTaTa Ha npucTbnure. CperHo MpHU OKOJIO
€lIHa TpeTa OT NAallMeHTUTE YecToTara Ha MPHUCTBIUTE HE ce moBiausBa. [lo-m1o0po KIMHUYHO
MOBJIMSIBaHE ce HaOJroJaBa MpH MAIMEHTH C MOBeuYe MPHUCTBIM, KOETO € CBBP3aHO C MO-U3Pa3eH
BB3IMAINUTENIEH, OTKOJKOTO JIETEHEpPAaTUBEH KOMIIOHEHT Ha 3abonsBaHeTo. Bce ome Hiama
MeANKaMEHTH, KOUTO Jla MOBJIMSABAT CHIIECTBEHO HEBpOereHepaTuBHUs mpouec. [lpu nunca Ha
edeKT OT TepanusaTa Ha alureHTa TpsiOBa /1a ce MpeAIoKy ydacTe B KIMHUYHU POYYBAHUS HA HOBU
MEIUKAMEHTH.

3a na ce u30erHar pa3o4apoBaHusATa OT JICUEHUETO, HA MAllMEHTUTE TPSIOBa Jja ce 00sICHHU, Ue
JIEUEHHETO MMa 3a IIeJl JJa HaMalld 4ecToTaTa Ha CJe[Ballld MPUCTHIU, HO HE MOXE Ja IOBIHsE
HACTOSIIIUTE CUMITOMH Ha 3a0oisBaHEeTO. ToBa, KOETO MOXE Ja C€ OYaKkBa € HaMalsiBaHE Ha
yecroraTta Ha npucTbiute ¢ 30% 1 eBeHTyaIHO 3a0aBsHE Ha MHBATUAU3ALIUATA.

IIpexkpaTsiBane Ha MOTU(PHUIMPAIIOTO XO0/1a HA 3a00JSIBAHETO JICYEHUE CE MpEArprHeMa pu
HaJIN4YME Ha MPOTUBOINOKA3aHUs, JOCTUTaHE /10 TEKKA MHBAJIMAN3ALUS WIH TOCTUTaHE 10 Bb3pacT 59

TOAWMHHU U JIMIICA HAa aKTHUBHOCT Ha 3a00/1IBaHETO Ipe3 MOCICAHUTE 2 TroaAuHU.
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CuMNTOMATHYHOTO JIeYeHHe Ce Hajlara 3ailoTo ¢ Pa3BUTHETO Ha 3a00JIIBaHETO ce 100aBAT
HOBU CUMIITOMH, a CTAPUTE CE€ BJIOLIABAT M TOBA BJIOIIABAa KAYECTBOTO HA JKUBOT Ha MALIUEHTUTE. 3a
7la ce MpeLeH! 1alu eJUH CUMIITOM Ha MalMeHTa TpsioBa Ja ce JIeKyBa € HeOOXOAMMO CHMIITOMUTE
Jla ce KaTeropu3upar 1o CTENeH Ha TEKECT KaTo JIEKH, YMEPEHH U TEXKH. JIeKH ca Te3u CUMIITOMH,
KOHUTO He ITpeyaT Ha ©KEeHEBHUTE aKTUBHOCTH Ha NAIIMEHTA U He € HE0OX0UMO Jja Ob/aT JIEeKyBaHH.
YMepeHuTe CUMITOMHU CMYLIaBaT €KEAHEBHUTE JEHHOCTU Ha MalMeHTa, CMYyIaBaT U coLlMaHaTa
My aKTUBHOCT M Cbh3/1aBaT nuckoMmdopt. Tesnu cumnromu TpsiOBa Aa ce JeKyBaT MEIUKAMEHTO3HO.
TexkuTe cUMNOTOMH MHBaIMIU3UPAT MALUEHTUTE M CEPUO3HO OIPAaHUYABAT TEXHUTE €KEIHEBHU
aKTUBHOCTH. Te3u cuMnToMU OOMKHOBEHO HE Ce T01aBaT Ha MEIMKAMEHTO3HO JIEUYeHHE, a U3UCKBAT
MO-CICIIMATHA MEPKH U TPHIKH.

Vmopama ce moBiMsBa OT peAMlla HEMEIUKAMEHTO3HH METOIM KaTo aepoOuKa,
¢busnorepamnus, nopeaeHvyecka tepanus U Apyru. Ilpunaranero Ha amantadine 200 mg nHEBHO,
fluoxetine 10 no 40 mg nueBHo u modafinil 100-400 mg cyTpuH nmoBiIusiBa ymopara.

Koenumuenume napywenus ce mopnusiBar ot donepezil 10 mg nHEBHO, BBIPEKH ue
e(eKTUBHOCTTA Ha JICUCHUETO € cliada.

Agpexmuenume napyuienus — enipecusrTa ce nopiaussa ot Tpuuukinday 1 SNRI (motuckamu
o0OpaTHUS 3aXBaT HAa CEPOTOHUH M HOPAJIPEHAINH) aHTUACTIPECAHTH WJIM MHXUOUTOPU Ha OOpaTHUS
3axXBaT Ha CEpOTOHMHA. bumonspHuTe pascTpoiicTBa ce JEeKyBaT C JMTHEBHM Mpenapatu u
AHTUKOHBYJICAHTH, a MATOJIOTUYHUAT CMSIX U IJ1a4 — ¢ TPULMKINYHY aHTUAenpecanTH (amitriptyline
25 mg THEBHO).

bonkosume cunopomu ce mnoBausBar oT TpuuukiauyHM U SNRI  anTHaenpecantu
(amitriptyline, duloxetine, venlafaxine, mirtazapine ), aHTUKOHBYJcaHTH (carbamazepine,
gabapentin, phenytoin, topiramate, gabapentin u pregabalin) u MuoOpenakcaHTH.

Myckynnama cnabocm ce IOBIUsABA Hall-no0pe oT puznoTepanus U GU3NYecKH yIpaK HeHUs.
[TanmenTuTe TpsOBa /1a ce ChBETBAT J]a U3BBPIIBAT MO-ToIsIMa (pu3ndecka akTuBHOCT. HeoOxoaumu
ca MEpKHU 3a OrpaHMyYaBaHe Ha MYCKYJIHHMTE KOHTPAaKTypH U 3a 3ala3BaHe Ha o0eMa Ha MacCHBHUTE
JBYDKEHUS B CTAaBUTE HA 3aCETHATUTE KPaHHUIIN.

Hapywenama noxooxa ce mnoBinusiBa OT Ojokepa Ha KaiueBuTe KaHanu Fampridine
(Fampyra). Upe3 Giokupane Ha kanueBuTe kaHaiau Fampyra HamansBa HOHHUS TOK, KaTo MO TO3H
HAaYMH YyJbJDKaBa pernoiisipu3anusita M ycuiaBa (GOPMUPAHETO Ha AaKIMOHEH MOTEHLIHal B
JIeMHeNM3upaHuTe akcoHW. Upe3 ycuiBaHeTo Ha (OopMHpaHETO Ha AKIUMOHHU MOTEHIHAUd ce
NPOBEXJAT IOBEYE HUMIYJICH B LIEHTpalHaTa HEpBHa cuctema. JleyeHWeTo ce MpeamnucBa u
HabmroaBa oT Jiekap ¢ onuT B JeueHuero Ha MC. [lpunara ce ABa MbTH JHEBHO 1O €HA TabJeTKa
ot 10 mg. TabneTkure TpsOBa aa ce mpuemat 6e3 xpaHa. [IbpBoHauaTHO METUKAMEHTHT CE MpHUjIara

3a CPOK OT 2 CEIMHUIIH, CJIeJ] KOETO C€ OllCHsBa KIWHUYHATa eeKTUBHOCT. M31moi3Ba ce TecT, KOWTOo
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OTYHTA BPEMETO, HEOOXOIUMO 32 J1a C€ U3BBPBH pa3cTosiHue oT 25 pyra (762 cm). Hapuya ce ,,Bpeme
3a u3BbpBsiBaHe Ha 25 ¢yra“ (Timed 25-foot Walk, T25FW). Ako He ce HaOIr0qaBa o 100peHne Win
uMa BIIolIaBaHe, mpueMbT Ha Fampyra Tpsi6Ba 1a ce crpe.

CnacTHYHO TIOBUIICHUST MYCKYJeH MOHYc Ce€ TOBJIHsABa J00pe OoT ¢u3norepanus u
muopenakcanTu. Mznomnsear ce Tizanidine (Sirdalud) no 24 mg nuesHo u Baclofen o 70 mg qHeBHoO.

Bepmuzomo wmoxe na Opae mposiBa Ha mpUCThI. ToraBa ce moBiusBa 100pe OT
KopTuKocTepouieH Kypc. Koraro e ocrarpuen cumnrom ce npuiarat dimenhydrinat 75-150 mg nu.,
betahistine 48 mg nH., kOMOMHUpaHU MeTuKaMeHTH cinnarizine/dimenhydrinat (Arlevert) - 3x1 1. nH.

Tpemopvm ce OBJIHSIBA TPYIHO, HO B HAKOHM ciiydan clonazepam 2-4 mg nH., propranolol 50-
100 mg, isoniazid 1200 mg nueBHo, glutethimide 1000-4000 mg ax. nim primidone 250 mg aH. ca
e(EKTUBHHU.

Iapokcuzmannume cumnmomu C€ TIOBJIHMSBAT OT AHTUKOHBYJICAHTH, TPHIMKINYHU
AHTUJICTIPECAHTH U OCH30Ma3enuHu. MenkaMeHT Ha ITbpBHU U300p ¢ carbamazepine (o 1200 mg
IHEBHO). EmmnentuyHuTe NPUCTHIN CE MOBIUSABAT J00pE OT CTaHIAPTHUTE AHTHKOHBYJICAHTU
carbamazepine, phenytoin u Baqmpoary.

Taz060-pesepsoapnume HapyuwieHusi BIIOIIABAT W3KIIOYUTEIIHO KauyeCTBOTO Ha YKMBOT Ha
MalMeHTUTe. XUNEePaKTUBHUS NMMKOYEH MEXYp Ce MOBJIMABA OT aHTHUXOJUHEPIMYHH MEIHMKAMEHTH
(oxybutynin 10 mg an. wim tolterodine (detrusitol) 4 mg nH.), B3-ampeHepruyHUs peluenTopeH
aroHuct mirabegron (betmiga) 25-50 mg ¥ TPUIUKIWYHU AHTUACTIPECAHTH, JOKATO MPU BSUTUASAT
IIUKOYEH MEeXyp MHTEPMHMTEHTHATa KaTeTpHu3alus € MeToJ Ha u36op. Ilpu mo-nmexute ciydau ce
npuiara BUOpaTop BbpXy KOpeMHaTa CTeHa HaJl TUKOYHHS MeXyp, KOITO moarnomara ypuHUpaHEeTo.
HeoOxomuMo € manueHThT Aa ce HalllfoJaBa 3a OCTaThbuHA YPHWHA, BH3HMKBAaHE HAa ypHUHApHA
MHQEKIUSA ¥ ChOTBETHO JIa CE MpHJIara Mpu HeoOX0AMMOCT aHTHONOTHYHA Tepanus. [Ipu HOKTypus
ce MmpuJjiara MHTpaHa3ajeH COped OT aHTUAWYpeTHYHUs XopMoH desmopressin (10-40 pg 3a Houw),
KOETO HamalsiBa ypuUHHpaHeTo 3a 6 — 8 yaca, HO MOXE Ja NpeAu3BUKa XuroHarpuemus. [lpu
IM3CHHEPTUATA Ha IETPy30pa ce IMpuiiaraT MUOPENIaKCaHTH U a(a-2 arOHUCTH.

Cexcyannume Hapyuienusi ce TIOBJIHSIBAT OT aHTHICTIPECAHTH, a EPEKTUIIHATA TUCHYHKIINS
oT mpuiarase Ha ¢ochonuecrepazuus unxuoutop tun 5 — sildenafil (Viagra) 50 mo 100 mg,
vardenafil (Levitra) 5-10 mg nepopanno, 1 gac npeau monos akrt, tadalafil (Cialis) 20 mg.

T'acmpo-unmecmunannume Hapyuienus (3anex) TpsOBa Ila ce JIGKyBaT KOMIUIEKCHO. Ha
IIBPBO MSCTO € HEOOXOIMMO J1a CE€ U3SICHU JIaJIH HAKOH OT MPHEMaHUTE MEIUKAMEHTH He TOTIPUHACS
3a 3ameKka W ChOTBETHO HEropaTta Jo3a Ja ce Hamanu. Ciex ToBa Ha MalMEHTa ce IpernopbyuBa
MOBHIIABaHE Ha (pU3MUECKaTa aKTUBHOCT, IPOMSHA B XPAHUTEIHUS PEKUM C BKJIIOYBAHE HA XPaHU

ChAbp KAl IOBCYEC LCIYJT03HHU BJIAKHA, n30sgrBaHe Ha IIOKOJadOBU H3ACIHA, XUApaTalusd H
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M3I10J13BaHE HA TOIUIM HAIUTKY 3a CTUMYJIMPAHE Ha TacTPO-YPEBHUTE pediiekcu. AKO T€3U MEPKH He
ca JOCTaTh4YHO €(DEKTUBHU C€ MPETOPHYUBAT JIEKU JIAKCATUBHU MEAMKAMEHTH.

Husghacusma ce moBnusBa OT MPOMsSHA B XpaHaTa M HAUYMHBT HA XpaHEHE, KaTO B KpacH
cllyyail ce IOCTaBM Ha30racTpalHa COHJA 32 XpaHEHe.

3pumennume napywienus (Ounionus) ce MOBIMABAT OT HOCEHE HA NMPU3MATHYHU OYMIIA.
HucrarsmsbT ce nmoBiusBa ot baclofen, clonazepam, scopolamine, gabapentin u 1pyru MeAHKaMEHTH.

Huxamennume uapywenuss ce TOBIUSBAT 4pe3 JICYEHUE HA PECHUpPATOPHUTE HH(pEKuuu,
peryiupaHe Ha TeJleCHAaTa TemIeparypa, KOeTo MoJo0psiBa aKCOHHAaTa IPOBOAMMOCT U
npoUIAKTUYHN BaKCUHALIUY TIPOTUB I'PUII.

Pexabuiauranusita € MHoro BaxHa 3a nanueHture ¢ MC. TpsbBa na ce HacoyBaT KbM
¢dusnoTepanus U pexabMIUTALNS KOTaTO TEXHUTE €KEAHEBHU aKTUBHOCTH Ca BEYe OTPAaHUYCHU U
CUMIITOMAaTUYHOTO JICYEHHUE HE € JOCTATh4YHO €()eKTUBHO. B €TMH MOMEHT OT KUBOTA CU NALlUEHTHT
111e ce Hy)KJlae OT MaTepULH, IPOXOAUIKA WIIM MHBAJIMIHA KOJMUYKA, KOETO Half-100pe ce NpereHsBa
OT CTIEUUANUCT (PU3HOTEPAIICBT.

OO0muTe rpuzkm 3a nauentute ¢ MC uMar HIKOU XapaKTepHH 0COOCHOCTH.

Temnepamypama u ungpexyuume Tpsi0Ba 1a ce NPeAOTBPATABAT U JIEKyBaT CBOEBPEMEHHO.
JleMuenuHU3MpaHuTe BJIAKHA Ca W3KIIOYUTETHO YYyBCTBUTEIHM KbM MMHHMMAJHA MpOMSHa B
TeJlecHaTa TeMIlepaTypa M KbM JieKa aluao3a. M3maraneTo Ha TOIUIMHA HA TUTAXXOBE, CAyHH, BaHH,
OaceliHU M MMOBUIIIABAHETO HA TeJleCHaTa TeMIlepaTtypa AopH ¢ 1-2 rpagyca npu HHPEKIUHU BIOIIaBaT
3abomsBaneTo. [lopaau Ta3u npu4rHa YecTo MPUCTHIMTE HACTHIIBAT IOPH CJIe]l JIEKU PeCIIMPATOPHU
uHpeKkmu. M3KI0YnTenHO BaXKHO € Ja ce JIeKyBa TemIeparypara MpH HHQEKIUH, KOETO MOXe
CEpHO3HO J1a TIOJJ00pH HEBPOJIOTHYHUTE CUMITTOMH.

Xupypzuunu unmepeeHyuu u anecme3us BIOLIABAT MHUHUMAJIHO CbCTOSHUETO Ha
NAIMEeHTUTE U ChOTBETHO MOTaT Jia ce MpuiaraT Npyu HaJIM4YMe Ha Cepuo3HM uHAuKauuu. TpsoBa na
ce u30sArBaT MHTpaTeKajlHaTa W CIHMHAJIHATa aHECTe3Ms, eMMJypajlHaTa ce IoHacs Jo0pe OT
MAIMECHTHUTE.

[To Bpeme Ha 6pemenHocm PUCKBT OT BB3HMKBAHE HAa MPUCTHII Claja CHIIHO, 0OCOOEHO B
TpETHUsi TPUMECTBP, KOETO ce MOTBbprkaaBa M oT MPT u3cnensanus. PUCKbT HapacTBa CeprHO3HO Ipe3
MOCTHApTAIIHUS TMEpPUOA. AKO ce pasriiexJaT 3aelHO JBaTa IMepHoja, peajlH0 HsAMa pPUCK OT
OpeMeHHOCTTA 3a BJIOIIaBaHe Ha 3a0osiBaHeTo. [larmeHTkuTe HE caMo, Ue HAMAT MPOTHBOTIOKA3aHUS
3a OpEMEHHOCT W pakJaHe, HO W MPOTHO3aTa Ha 3a00JsIBAaHETO HE CaMO Y€ HE Ce BIIOIIAaBa, HO Ce
noo0psiBa OT OpemMeHHocTTa. HamansiBa puckbT 3a MpeMUHaBaHe Ha 3a00J5IBAHETO BHB BTOPUUHO-
nporpecuBHa popma. [Iporuozata obaue He € TOJKOBA OIAroNpuUATHA MPU MALUEHTKH, KOUTO Beue
ca NMpeMUHAM BBHB BTOpUUYHO-TIporpecuBHaTa (opma Ha 3abonsBanero. Hsma mannum MC na

IOBJIMsABA II0 HAKAKbB HA4YHMH q)epTI/IJ'II/ITeTa, KOHOCMNIuATA, ’KH3HECITOCOOHOCTTa Ha mioga Hu
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paxxnanero. He ce HaOnroaBa HapacTBaHe Ha BEPOATHOCTTA 3a €KTOMMYHA OPEMEHHOCT, CIOHTaHEH
abopT, MBPTBO paxaaHe u BpojeHH Mandopmanun. Koraro ce B3ema perienue 3a 3a0peMeHsBaHe,
€IMHCTBEHO TPAOBa J]a ce MMa B MTPEIBUI MHBAJIUIHOCTTA Ha MAI[MEHTKATA, KOSITO MOXKE J1a 3aTPyAHU
OTIJICKIAHETO Ha JETETO. 3a IETETO ChIIECTBYBA MaTbK I'eHeTH4eH puck (3 — 5%) 3a MC, HO ako u
JIBamMara poJIUTeNu ca OOJIHU, KOETO € MHOT'O psiJika CUTyalusl, pUCKbT HapacTsa 10 31%.

[Tpu sxeHu, TUIaHyBalH 320pEMEHSIBAHE € aKTYaJICH BBIIPOCHT 32 0€301acHO MPOPHUIAKTHYHO
nedenue, Thid karo MC ce NMarHOCTUIMpA Hail-uecTo B PENpOIyKTUBHA BB3pacT, a 2/3 oT
3aCerHaTHTe ca OT XKEHCKH 1oJ. MoupuIMpaoTo JeueHNe Ha MbXeTe C pelpo yKTUBHHU IJIAHOBE
ChIIO U3UCKBA BHUMAHUE.

Glatiramer acetate, unmepgepon [-1a u [f-1b mokazBat OTHOCUTEITHA 0€30ITaCHOCT 110 BpeMe
Ha OPEMEHHOCT M TI03BOJIM KPAaTKUTE UM XapaKTePUCTUKHU Ja ObJaT pa3mMpeHd. Bcuuku ocTananmm
npodmiaktuyHu Tepanuu 3a MC He ce mpenopbuBaTr B Nepuosa Ha OpeMeHHOCT. BbIipeku ToBa,
HUTO €/1Ha OT 0JJOOPEHUTE TEepalluy HE € MoKa3aja abCOII0THA Oe3011aCHOCT B IEPHOA HA 3aUe€BaHe
1 OpEMEHHOCT, ITOPaId KOETO € BajiIHa 00I1aTa mpenopbKa 3a cria3BaHe Ha KOHTPALICIIHS 10 BpeMe
Ha UMyHOMoAynauusi. [Ipenu nmiuannpanoTo 3a0peMeHsiBaHe TPsOBa Ja ce MPeyCTaHOBH MPUEMAHETO
Ha HAKOM MEIUKaMEHTH MOAM(UUUpAIIN X0Ja Ha 3a00JI1BaHETO, 3all0TO T€ Ca IPOTUBOIOKA3aHU
npe3 To3u nepuoa. [Ipunoxenunero Ha glatiramer acetate, unTepgepon B-la u B-1b mo Bpeme Ha
OpEMEHHOCT € JIOMyCTUMO CaMoO TIpU arpecuBHUTE (HOpMHU Ha 3a00JISIBAHETO, KOTATO TOJBHTE 32
MaifkaTa Ha/IBHIIABAT PUCKOBETE 3a TUIOAA.

Habmtonenuero ot ynorpebaTta Ha glatiramer acetate 20 mg/ml u 40 mg/ml npe3 unenus
nepuoJl Ha OPEMEHHOCTTa He IMOKa3Ba MajopMaluy, CIIOHTaHHM abopTH Wi (heTo/HeoHaTaslHa
TokcuyHocT. [1pe3 2016 r. 6pemMenHOCTTa Oerie mpeMaxHaTa KaTo KOHTpauHAUKAIHS 33 IPUIIOKEHHE
Ha glatiramer acetate ot mponaykroBaTta XapakTepuctuka Ha EMA. Karto mpenmasna mspka e 3a
IpearnoYnTaHe a ce n30sArea NpuaokeHneTo Ha glatiramer acetate 1mo Bpeme Ha OpPeMEHHOCT, OCBEH
aKo IoJi3aTa 3a MaiikaTa He HaJIBUIIIaBa PUCKa 3a II0JA.

AKO € KJIMHUYHO OIpaBJaHo, yroTpedara Ha nHTepepoH OeTa MoXKe 1a ce€ OOMUCTH TPEIn
3a4eBaHe W 10 BpeMe Ha ITbPBHSI TPUMECTBP OT OPEeMEHHOCTTA, 3aIl0TO HSIMa JaHHU 3a TIOBHIICH
PHCK OT BpOJIEHH aHOMAJIMH Ha 11oja. ONUTHT pe3 BTOPUS U TPETUSI TPUMECTBP Ha OpeMeHHOCTTa
€ MHHHMMAJIEH, PUCKBT 32 CIOHTAaHHHU a0OpTH HE MOKe Jla Obje T0CTaThbYHO JOOpE OLICHEH, opaan
KOETO JICYCHUETO € KOHTPAUHIUIIUPAHO B TO3H TIEPHO/I.

JIuncBa HEOOXOAUMOCT OT IPEKbCBaHE HA OpEMEHHOCTTa IIPU HEIUTAaHUPAHO 3a0peMeHsIBaHe
Ha (oHa Ha Tepanus ¢ beraunTepdeponu u glatiramer acetate. Ako TepanusTa ¢ T€3U MEIUKAMEHTH
ce MpEeKbCHE MO0 BpeMe Ha OpEeMEHHOCTTa, IBbJICH TepamneBTUYeH e(eKT NMpu BbH30OHOBSBAHE Ha
JICUEHHUETO CJIe]] paXkJJaHe I11e€ Ce MOCTUTHE 3a HAKOJIKO Mecela U CbOTBETHO HsIMA J1a Ce MPOSBU IIpe3

PHUCKOBHS TICPHUOJI HEMTOCPEACTBEHO CIIE]] paXkIaHe.
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Hsama nannum 3a TeparoreHeH edekt oT OeramHTepdepoHn u glatiramer acetate, Taka 4e
HE3aBUCHMO, Y€ MallMeHTKaTa ce € JICKyBaJla C TSAX JBJIT0 BpeMe, MyTareHOCTTa He Ce yBelnudyaBa u
HsiMa pHUCK 3a aereto. Glatiramer acetate 1 nuaTepdEepoHUTE ca roJIeMH MOJIEKYJIM U HE C€ OYaKBa Jia
IIPEeMHUHAT B KbpMaTa, MOpaJu KOETO BEPOSTHO ca Oe30IacHu M0 BpeMe Ha JaKTaIusl.

berauntepdeponute u glatiramer acetate He B3anMOeiicTBAT ¢ XOPMOHAIHA KOHTPALIETIIIUS
W HAMAT OTHOIIEHHE KbM eQeKTUBHOCTTA. Jlumcar naHHM 3a HaManeHa (EepTUIHOCT mpU
ynoTpedara UM OT MBKE U JKEHH.

Dimethyl fumarate u Diroximel fumarate He B3auMoIelicCTBAT C XOPMOHAITHA KOHTPAIIEIIITUS
U HSIMAaT OTHOILIEHHE KbM HelHaTa e(peKTUBHOCT U HE MPOMEHAT QepTuiaHocTTa. TpsdBa na ce uma
IIPEBUJI, Y€ B IbPBUTE CEAMULM OT NpuioxkeHuero Ha dimethyl fumarate moxe na ce siBu nosnex
JHMCTIENTHYEH CUHIPOM U ChOTBETHO HaMajeHa abCcopOIus Ha MepOPaTHUTE KOHTPAIICTITUBH, KOETO
na komrpometupa edexra um. Makap u no-psako diroximel fumarate cbillo MOXe J1a MPEAU3BUKA B
I'BPBUTE CEAMHIIM OT MPUIIOKEHUETO JOJEH AUCIENTHYEeH CHUHAPOM M CHOTBETHO HamalieHa
abcopOuus Ha mepopaIHUTEe KOHTpAIlenTuBU. He moBummasaTt prcka OT BpOACHN MajI(popMaluu Ha
wiona u crnontaHeHn abopt. Ilo Bpeme Ha TepammsTa ce MpPENoOpbUBa CTPUKTHO CIIa3BaHE Ha
koHTpauenuus. Jleuenuero TpadBa na ce cipe 1 mecen npeau 3abpeMensiane. TpsOBa fa ce n3baraa
IpU KbPMEHE.

Teriflunomide € mpoTUBOIIOKa3aH PU OPEMEHHOCT MOpaau TepaToreHHoct. Heobxonauma e
e(eKTHBHA KOHTPAIICTIIIUS 110 BpEME Ha TEPaIusATa, KaKTO U 32 MEPUOJT OT 2 TOTUHH CIIE]] CITUPAHETO
Ha JICUEHHWETO WIJIM MHUHUMYM 6 CEIMHUIM CJIEe/ YCTAaHOBSIBAHE HA CEpyMHA KOHIIEHTpallus Ha
teriflunomide <0,02 mg/L B aBe mocnenoBaTenHu uscinenBaHus. [lnasmeHara KoHIEHTpalnus Ha
teriflunomide TpsGBa 1a ce n3Mepu Mpeau KeHaTa Ja IMpaBU ONMUT 3a 3a0peMeHsiBaHe. [Ipu MbxeTe
MOJKE J1a JIOBEJIE /10 OJINT0300cepMHus. PUCKBT OT MenunpaHa oT Mbka eMOproderaiHa TOKCHYHOCT
e HUCBK. [Ipu HemnaHupaHa OpeMEHHOCT € HEOOXOJUMO JIEYeHHWETO BeJHara Jia ce IpeKpaTH U
He3a0aBHO Ja ce MPHIOXKHU yCKopeHa enuMuHaims ¢ cholestyramine uinu aktuBeH BbIyIeH. Jla ce
cboOIIaBa Ha JieriaTa OT )KEHCKH TT0JI i POAMTEIINTE 32 HEOOXOIUMOCTTA /1a C€ CBBPIKAT C JICKYBAIIUs
JieKap, e KaTto IeTeTo Ha jiedeHue Ha teriflunomide momyun menctpyanus. Heobxoaumo e na ce
IpOBe/Ie KOHCYJITAIMs HA HOBUTE MAI[MEHTU C JETEePOJIeH MOTEHIMal OTHOCHO KOHTpAaleNnusaTa u
MOTEHIMATHUS PUCK 32 I1oa. bpemeHnHocT, HacThIuiIa Ha (oHa Ha Tepanus ¢ teriflunomide TpsiOBa
na ObAe TpeTHpaHa KaTO BHCOKOPHCKOBA M Jia C€ IMPOCIEIIBAT CTPUKTHO OT ONMHTEH aKyIIep-
TUHEKOJIOT U crienuanuct o ¢eranna mopdosorus. He ce mpunara npu kbpmene. He Bzanmopeiicta
C XOPMOHAJIHA KOHTPALIECHIIH U HIMa OTHOIIEHHE KbM HelHaTa e(h)eKTUBHOCT.

Fingolimod mo BpeMe Ha JiedeHue U 2 Mecella ciell peKpaTsBaHe Ha JICYCHUETOo TpsiOBa 1a
ce n30Area 3abpeMeHsIBaHe, MOPaJid PUCK OT YBPEXJaHE Ha IJI0Ja, BBIIPEKH JIMIICaTa Ha JIaHHU 3a

BpOACHU Maﬂ(bOpMaHI/H/I Ha I1uiojga. HaHI/ICHTKI/ITe Tp?[6Ba Ja H3I10JI3BaT e(l)eKTI/IBHI/I MCTOJH 3a
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KOHTpALIETIIUS 110 BpEMe Ha JICYCHHETO M J[Ba MEcela CIlie/l CIHpaHe Ha Tepamusira. Tepamusra C
fingolimod TpsibBa ma Obxe chpsiHa He3a0aBHO B Cilyyail Ha yCTAaHOBSBAaHE HAa HEIUIAHYBaHA
O6pemenHocT. bpemennoct, HacThiiIa Ha poHa Ha Tepanu ¢ fingolimod TpsOBa qa 6baE TpeTUpaHa
KaTO BHCOKOPHCKOBA M J1a CE€ MPOCIIE/IBA aKTUBHO OT aKyIIepP-THHEKOJIOT U CHEeNUANINCT 10 (eTamHa
mopdouorus. He TpsioBa na ce ynorpe6siBa mo Bpeme Ha jaktanus. Hsima nanHu 3a HapymiaBaHe Ha
(bepTUIHOCTTa, HE B3aUMO/ICICTBA ¢ XOPMOHAJIHA KOHTPALENIIMs U HsIMa OTHOIIEHHE KbM HElHaTa
e(EKTUBHOCT.

Ponesimod e mpoTHBONOKa3aH NPH XEHU C JETEPOJEH MOTEHIMAN, KOUTO HE M3IMOJ3BaT
eeKTHBHA KOHTpAICTIH, a )KEHUTE TPIOBa Ja ce YBEIOMSAT 3a MOTEHIMAjIa 32 CEPUO3EH PHCK 32
deryca 1 HEOOXOIMMOCTTA OT €(peKTHBHA KOHTpALEIIH 10 BpeMe Ha JiedeHneTo. Thil KaTo cien
CIIMpaHe Ha JICYCHHETO € HeoOXoauMa MpHOIM3UTENHO | ceMuIa 3a eMMMUHApaHe Ha ponesimod
OT OpraHu3Ma, MOTCHIMAIHHAT PUCK 3a (heTyca MOKe Ja IIePCUCTHPA U )KSHUTE TPSOBa a M3IO0I3BAT
e(eKTHBHA KOHTpaLeNIys 110 BpeMe Ha To3u nepuol. [Ipu eBeHTyanHa OpeMeHHOCT, HAaCThIINIIA TI0
BpeMe Ha JICYCHHETO TPSAOBa J1a ce€ HAIPaBH MEAWIMHCKA KOHCYJTALUs OTHOCHO PUCKA OT BPEIHU
edexTn 3a (eryca, CBbpP3aH C JICUSHHETO U TPAOBaA Ja Ce M3BBPIIBAT KOHTPOJHHU Mperiiean. Bb3
OCHOBAa Ha KJIMHUYHUS ONHT NPH MAalMeHTH, ToiydaBamm Apyr S1P penentopen momymatop,
ynotpebara e cBbp3aHa ¢ MOBHUIIEH PUCK OT TOJIEMH BPOJIEHH Mai(opMarum.

He e u3BecTHO nanu ponesimod miM HETOBUTE META0OJIUTH C€ €KCKpeTHpaT B KbpMmaTa U
3aToBa He TPsAOBA Ja ce M3MOJI3Ba 110 BpeMe Ha KbpMEHeE.

Natalizumab e no6pe na ce cipe /1Ba Mecela peau 3a0peMeHsBaHe, BbIIPEKH Ye HsMa JJaHHU
Ja € HeoOXOAMM Iepuo/] Ha N3YHCTBAaHE Mpeau 3aueBaHe. He mpemuHaBa muianieHTapHara Oapuepa
npe3 MbPBHUS TPUMECTHP Ha OpPEMEHHOCTTa, HO TPE3 BTOPUS W TPETHS TPUMECTHP MOJUICKH Ha
aKTHBEH TPAHCIIOPT Mpe3 IutaneHTara. JledeHneTo TpsiOBa 1a ce MpEeKpaTH ako CE YCTaHOBU
HelTlaHyBaHa OpEMEHHOCT B nepuoja Ha jedenue. [Ipu excrosuims Ha natalizumab mo Bpeme Ha
OpEeMEHHOCT, pyTUHHOTO 00Opa3HO MoHHUTOpupane 3a [IMJI Ou TpsiOBanmo ma npoawsmku. Hsama
OTHOIIIEHHE KBbM (EepTHIHOCTTa WM BpoJeHWTe MandopManuu Ha Iwioga. [lomHoBsiBaHe Ha
TepanusTa ¢ natalizumab cienBa 1a ce 00CHIU BB3MOKHO HAl-CKOPO CJIE]T payKIaHETO TTOPAId PUCKa
OT MpUCTBI Ha 3aboinsBaHeTo. He ce mpenopbuBa mo Bpeme Ha Jiaktanus. He B3aumoseiicTBa ¢
XOpPMOHaJTHA KOHTpALENIMs U HsIMa OTHOILIEHHE KbM HelHaTa e()eKTUBHOCT.

Alemtuzumab u3uckBa cra3BaHe Ha e(EeKTHBHA KOHTpALENIUS MO BpPEME Ha JIEYCHUETO,
KakTo u 4 Mecena cnes nocnenHata uadysus. Jlo 4 roguau cien nHy3us TUpouHaTa QYHKIUS
TpsiOBa /1a ce mpociesiBa Mopaau Bpb3KaTa i ¢ peranHoro Oxarononyuue. bpemennoct, HacTbIUIA
B paMKHUTE Ha MECeI] ClIe]] IpUIoKeHne Ha alemtuzumab TpsOBa 1a Ob/1e UHTEH3UBHO MTPOCIIESIBAHA.
3abpemenenute cuex  alemtuzumab momsie)kaT Ha PYTHHHOTO —€XKEMECEYHO JIabopaTOpHO

npociieassBaHe 3a IIEpuoJ OT IIOHC 4 roanHu cCjca IIoCjcaHara I/IH(i)YBI/IH. HaHI/IGHTKI/ITe ca
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3acTpallleHd OT aBTOMMYHHM  3a0OJsiBaHUSl KAaTO THUPEOWJHUM  HApyIICHUS, HUMYHHA
TPOMOOIIMTONICHNYHA Typrypa, Hedpomaruu u napyru. [losBa Ha JEKapcTBEHO WHAYIMpPaHA
aBTOMMYHHOCT 110 BpeMe Ha OpeMeHHOCT Ou 3acerHaia KakTo Maikara, Taka M Iioja (Hail-uecTto
HEOHAaTaJHa TUPEOTOKCcHKo3a). KbpMeHeTo ce mpeycTaHoBsIBa 110 BpeMe Ha BCEKU KypC Ha JIUeHHE
u 4 Mecena cieq ToBa. He e u3BecTHO Ja B3aUMO/IEHCTBA C XOPMOHAJIHATA KOHTPALICTILKS, HUTO J1a
¥MMa OTHOIIICHHE KbM HEeHaTa e()eKTUBHOCT.

Cladribine e mpoTuBoNOKa3aH mpu OpeMeHHH XeHH. [Ipu >KeHU C JETepOJCH MOTCHIUAT
TpsIOBa Ja ce M3KIOUYM OPEeMEHHOCT IpeaM 3amouBaHe Ha jedeHue ¢ cladribine mpe3 mbpBaTa u
BTOpaTa rojJMHa M Ja C€ H3MOJ3Ba e(pEeKTHBHA KOHTpAIEHIMS IO BpEeME Ha JIEYCHHETO U B
poABDKEHNE HA TTOHE 6 Mecela cliel mocienHaTa 103a. [[penopbunTenHo e )KeHuTe J1a U3I0JI3BaT
,,JJBOMHA* KOHTpAlEMNIIUsi ChC CHhUECTAHHE Ha IMEpopajeH U OapuepeH METOH, MOpaau CEPUO3HUS
MOTEHIIMAJIeH PUCK 3a TUI0Ja NP HerlaHyBaHa OpeMeHHOCT. JKeHHuTe, KOUTO ca 3a0peMeHenH 1o
BpEMe Ha TepanusTa, TpsA0Ba J1a MpeKpaTsT JeUeHHeTo. Mbkere, iekyBaHu ¢ cladribine cbio TpsoBa
Jla cma3BaT CTPUKTHA KOHTPALEIIUS 10 BpeMe Ha Tepamuara u 6 Mecema ciel MocieaHa J/103a.
KbpMeHeTo € mpoTHBONOKAa3aHO TI0 BpeMe Ha JICUCHHUETO M B MPOABIDKCHHE HA 1 ceamuIia ciex
nocneaHara go3a. He nosnusBa eekta Ha XOpMOHAIHATa KOHTPALICTILIUA.

Ocrelizumab u3uckBa 1a ce cra3pa e)eKTUBHA KOHTPAIICTIIHS IO BpeMe Ha TepanusTa, KakTo
U B paMKuTe Ha 4 mecena ciej nocienHara uadysus. [Ipu OpeMeHHOCT, HacThIIUIA HAa (oHA Ha
Tepanusi ¢ ocrelizumab ce mpenopbyBa MOHUTOpPHpaHe Ha B-kinerpuHust Opoil HA W3IOKEHUTE
HOBOpoJieHH. [IpunokeHneTo Ha )KMBH M KUBU aTCHIOMPAHU BaKCHHM Ha TE3U Jela TpsOBa /a ce
OTJIOKH /10 HOpMaliu3upaHe Ha kiaeTbuHus Opoil. Ocrelizumab moxe 5a ce U3Mona3Ba mo BpemMe Ha
KbpPMEHE, KaTo Ce 3all0vHe HIKOJKO JHH Clied pakaaHero. He e M3BeCTHO na B3amMOEHCTBa C
XOpPMOHAJTHA KOHTPAIICTIIIHS WM J1a Ma OTHOIIIEHUE KbM HeHATa €)eKTUBHOCT.

Ofatumumab n3uckBa 1a ce craspa e()eKTHUBHA KOHTPAIEIIUS 10 BpEME Ha TEPaNusTa, KakTo
U B paMKHTe Ha 6 Mecela clie/ mocienHara ao3a. Jleuenue ¢ ofatumumab cneaBa ia ce u3bsraa mno
BpeMe Ha OPEeMEHHOCT, OCBEH aKO BB3MOXHATa T0J13a 3a Malkara HaJBUIIaBa MMOTCHIIMATHUS PUCK
3a geryca. Yrorpebara Ha ofatumumab mpu >keHH mpe3 meprojia Ha KbpMEHe He € mpoyuBaHa. He e
u3BeCcTHO Aanu ofatumumab ce ekckperupa B kbpmarta. [Ipu xopa exckpenust Ha IgG anTHTEna B
KbpMaTa uMa Mpe3 MbPBUTE HIKOJIKO THU CJeNl paXKIaHETO M CKOPO CJe/l TOBAa HaMassBa 10 HUCKH
HUBa Ha KOHIICHTpAIUs. 3aTOBa PUCK 3a KbPMAvyeTO HE MOXKE Ja Ce M3KJIIYH Tpe3 TO3H KPaThK
nepuoa. Cnex toBa ofatumumab mMoke ma ce M3MOJI3Ba MO BpeMe Ha KbPMEHE, aKo € KIMHUYHO
HeoOxoauMo. AKO TaIlMeHTKaTa € JieKyBaHa ¢ ofatumumab g0 mocneaHHWTe HSKOJIKO Mecela OT
OpeMeHHOCTTa, KbPMEHETO MOJKE J1a 3all0YHe BeJHara cieja paxaanero. Hsama nanau 3a edexra Ha

ofatumumab BBpXy depTunuTeTa.
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Siponimod e pOTHBONIOKA3aH 10 BpeMe Ha OPEMEHHOCT U IPH JKEHH C JIeTEPOJICH MOTEHITHAT,
KOUTO HE HM3MOJ3BaT eQeKTHBHA KOHTpALENIMA MOpagu pucka 3a miofa. [Ipenu 3amouBaHe Ha
JICUECHUETO >KEHUTE C JIETEpOJIeH MOTEHIMAN TpsOBa aa ObaaT MHPOPMHUPAHM 32 CHIIECTBYBAIIUS
PHCK 3a IUIoJa, TPsAOBa Ja MMAaT OTPUIATEIICH PEe3yJiTaT OT TEeCT 3a OPEeMEHHOCT W Jla M3IOJI3BAT
e(eKTHBHA KOHTPAIICTIIIUS 110 BpeMe Ha JICICHUETO U Hali-Mayiko 10 THH cie] CIIUPaHeTo My.

[IpuembT Ha Kopmuxocmepouou M IPYTH CAMIOTOMATUYHH MEIUKAMEHTH € HEOOXOIMMO
CBIIO Ja Ce TpeycTaHoBU mpu OpemeHHOCT. Kpartku kypcoBe (3-5 muu) c prednisolone wumu
methylprednisolone morar na ce mpunarat npu npuctbi camo npe3 I u I TpumecTsp.

Hsma nmanHM 3a HapacTBaHe Ha pHcKa WM 3a pebayH] (eHOMEH Ha 3a00JIIBaHETO B
KpPaTKOCPOYEH aCMEKT CIe/l CIIMpaHe Ha MEIUKaMEHTUTE MOJU(HUIIMPAIIH X0/1a Ha 3a00JIsIBAaHETO, a
OT JpyTa CTpaHa MalMeHTKaTa BIIM3a B MEPHO/Ia HA MPOTEKIHS Ha 32a00JIIBaHETO OT OPEMEHHOCTTA.
Crnen paxxnanero obaue, KOrato puCKbT OT 3a00JIIBaHE HAPACTBA € )KeJaTEeIIHO BeJHara Jja ce 3arouHe
MpUIaraHeTo Ha MEIUKAMEHTH, MOJU(UIMpAIIY Xojaa Ha 3a0oisBaHero. [Ipw ToBa MOJIOXKEHUE
KeHata He OMBa Ja KbpPMH, a JIETETO C€ XPaHM HW3KYCTBEHO. AKO TNalMeHTKaTa He I0JyYaBa
MEIMKaMEHTH, HE CaMO Y€ HsMa MPOTHBOIIOKA3aHUS 32 KbPMEHE, HO TO MOXKE J]a UMa U IPOTEKTUBEH
e(eKT 110 OTHOIICHUE Ha aKTUBHOCTTA Ha 3a00JIIBaHETO.

Hsma cnienaniy u3McKBaHMs KbM HAYMHBT HA paXIaHe, MMa MPEANOI0KEHHs, KOUTO HE ca
JIOKa3aHM, ye TpsiOBa /1a ce n30srea CiMHaIHATAa aHEeCTE3Hsl.

[Tpunaranero Ha opajTHU KOHTPALIENTHBH HE MOBJIMSABA X0/1a Ha 3a00JIIBAaHETO, TaKa Y€ HIMa
MPOTUBOMNOKA3aHUs 3a MpHUJIaraHe Ha KOHTpauemnius. V3kitoueHus mpaBsT MAalUEHTUTE C PAIKO
cpeujanara (opmMa Ha MHOXECTBEHA CKJIEpO3a, MPU KOUTO MPHUCTHIUTE ca TICHO CBBP3aHU C
MEHCTPYaIUsITa U KOHTPALEIIHITAa MOXe Jla OBIMsie 100pe Xoa Ha 3a00JIIBaHETO.

Hsma npoTrBOnOKa3aHus U 3a IpUjIaraHe 3a XOPMOHO-3aMECTUTEIIHA Tepanus 1o BpeMe Ha
MeHomay3ara. CuMnToMuTe Ha 3a00JIIBaHETO, KOUTO C€ BIJIOIIABAT IO BpeMe Ha MEHoIay3aTa ce
MOBJIUSIBAT OT XOPMOHO-3aMECTUTEIIHA TePAITH.

Xpanenemo u usuueckama axkmugeHocm ca OOSKT HA MHOXXECTBO IPOYYBAHMUSL.
[IperoppuBa ce HOpMaiaHa (U3MYECKa AaKTHBHOCT, aepoOMKa W CHOPTHU 3aHMMaHUs, KOUTO ca
MPUATHU 32 TAIMEHTa, HO Ja ce M30srBaT MperpsBaHe, AeXUIparaius, IpeyMopa U aKTHBHOCT
CBBbp3aHa C MOTEHIMATHO HapaHsBaHe. [loBuIIaBaHETO Ha TeJecHAaTa TeMmIepaTypa MO BpeMme Ha
aKTUBHATa (U3NYECKa aKTHBHOCT MOXE Jia TPEIU3BHKA IPEXOJHH CHMITOMH (TIapecTe3H,
3aMBIVICHO BIDKIAHE), KOUTO HIMAT JBITOTPAHHU TOCICAWIIM W HE ca IPOTHUBOIOKA3aHHE 3a
crioptyBane. [iryBaHETO HE € IPOTUBOMOKA3aHO, aKO BO/aTa He € Toruta. [larmenTure cbe cinadoct B
JOJTHUTE KPaWHUIIM MOTaT J]a y9acTBaT B CIOPTHA aKTHBHOCT CBBbpP3aHa C TOPHUTE KpaitHuIw (iiora).

Hsma nokasarencta, 4e HSAKOS OT MPEUIOKEHUTE JUETH UMAT MOJIOKHUTEICH €PEKT BhPXY

xoJa Ha 3a0omsBaneTo. [lIupoko momysnspHa € queTaTa ¢ HUCKO ChAbpKaHUE Ha Ma3HUHU, HO JIocera
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CTOMHOCTTA Ha Ta3u JMeTa He € JoKazaHa. Ha manueHTuTe BCe mMak ce mpejajara auera Oorata Ha
IIOJIMHCHACUTCHNU MAaCTHU KHUCCIMHU U BUTaMUH D, 6€I[Ha Ha JXUBOTHMHCKHU MAa3HWHU U CIIMPAHC HaA
TIOTIOHOITYIIIEHETO.

Bakcunayuume ca 6ezonacuu npu nauuentu ¢ MC. Hma gannu, ye BakCMHALIUATA IPOTUB
rpul ¥ npotuBoTyOepkyno3Hata BCG BakcuHa HamangBar yectoTaTa Ha npuctbenute. U3kimoueHue
C IIPUJIAraH€TO Ha BaKCUHAIMA 110 BPEMC Ha ITPUCTHIT UJIM B MHOI'O aKTUBCH CTaJlUN HaA 3360JI$IB3H€TO.
[To-n006pe e marreHTuTe 1a 3MOoJI3BaT MPOTUBOTPUITHA BAKCUHA, 3aI[0TO TPUITHT U JPYTUTE BUPYCHU
3a0oIiBaHUs ca MpHUYKHA 32 25% OT BCUYKHU NMPUCTHIU. BCHUKM BakCcHMHAIMK ca O0€30MacHU U MPU
MAUEHTH JIEKYBAIllK e ¢ MEAUKaMEHTH MOoAuUIMpaliy xo1a Ha 3a0onsaBaneto. IMyHu3anuuTe ca
6€3OHaCHI/I U IIPpU NAaOUCHTH I1OJIydaBallld UMYHOCYIIPCCHUBHA TCpallvs, ¢ U3KIIOYCHHUEC HAa XKUBUTC
BakCHHH (Bapwiena, MopOwimm, pyOeona, 3aymka). HeoOxomuma e WHAMBHIyallHA OIEHKA
M0JI3a/pUCK U CHhOOpa3siBaHE HA BPEMETO 3a IMPUJIOKEHUE HA BaKCHHAIIMATA C II€J1 TOBUIIIABaHE HA
HelfHaTa e(puKacHOCT.

Coyuannume u ncuxonocuvecku acnekmu Ha 3a00JIIBAHETO ca M3KITFOYUTEITHO BaXHH. B
HAYaJI0TO Ha 3a00JsIBAHETO MAIIMCHTUTE HayYaBailKy 3a TEXKKaTa CH MMPOTHO3a U HECUTYPHO ObeIe
UMaT HYyXJla OT eMOIMoHaIHa nojkpena. C HapacTBAaHETO Ha MHBAIMIHOCTTA MAIIUEHTUTE BEUYe HE
MOTaT /1a U3MBIHSABAT TPYIOBUTE CHU 3aIBJKEHUS U B Kpasl Ha Kpauliara cnupar aa padotsrt. [lo-
KBbCHO TC CTaBaT 3aBUCHUMH B €KCIHCBUCTO OT APYTH X0pa, KOUTO CC I'pUKAT 3a TAX. YecTo TEXHUTE
CBITPY3HU T'Ml H30CTABSIT U IMAIIMCHTUTE TPIOBa J1a ce Tprxkat camu 3a cede cu. [Ipe3 pa3nuvanuTe cTauu
Ha 3a00IIIBaHETO MAIMEHTUTE Cce CONBCKBAT C Pa3IUYHU NMPOoOIeMH U TpsOBa ga ObJaT MOATOTBEHU
3a TAX Ype3 CBOEBPEMEHHO 00YyUCHHE.

Oobyuenuemo Ha MAIUCHTUTE TPIOBA J1a 3aII0YHE C TOCTABSHETO HA TMarno3ara. Ha manuenTa
TpsiOBa /1a ce OOSICHU €CTECTBOTO Ha 3a00JIIBAaHETO M BH3MOXKHOCTTA 3a OJIarompusiTHa MPOTHO3a.
HeoOxomumo e 1a ce O0SICHM XUTMEHHO-TUETHYHHUS PEeXUM, KOHTO TpsOBa Ja crasBa U Ja ce
MOCHBETBA J1a Ce Mpe/iNas3Ba OT “anTepHaTHBHU METOAM Ha JiedeHne. B HauanoTo Ha 3a00/siBAaHETO
HE € yJa4HO MalMeHTa Jla Ce HAaco4Ba KbM “‘00IIecTBa Ha OOJHUTE OT MHOKECTBEHA CKjepo3a’,
3aI0TO TaM IIe CPEIIHe MHOTO TAIUEHTH C TKBK HEBPOJOTHYCH JIe(DUIINT, 32 KOSTO TOHM BCE OIIE
HE € TIOJITOTBEH Ncuxuuecku. [ToBedeTo manueHTCcku OpoTypH ChIO ca HACOUYEHU KbM IMAllUEeHTH B
MO-HaIlpeIHAaJ CTaIuU Ha 3a00siBaHeTO. B O-KbCHUTE CTauK Ha 3200 ISIBAHETO MOAKPETNaTa, KOsTO

MAalUEHTBHT MOXKE A IMOJIY4YH OT pa3jIMuYHU aCollMalillui U 06HIGCTBa € UBKIIIOYUTCIIHO BaXXKHa.



Mpuaoxenne 1. ®opMu HA KIMHUYHO TpoTudane HAa MC cnopen BpemeBusi npoguJi

IpucrbnHo-pemuTeHTHA Gopma

H 0 0O XNMEA® WIS

80

Bpeme

BropuuHo-nporpeauentHa popma

H 00O XN XMNMNA®® F O

BpeMeE




II'spBUYHO-nIpOrpeaeHTHA hopma

H 00O XK XM NA® F @O

81

BpemMe




Ipuio:xkenne 2. Pepusupanu npe3 2024 r. kpurepuu Ha McDonald 3a nmarno3a na

MHOYKECTBEHaTa CRJIEPO3a

bpoii Ha Je3uute ¢

KiauHanynu cumMnromu 00eKTHBHH KJIUHUYHH JlobJIHUTETHE U3C1eIBAHUS
A0Ka3aTeJICTBA
2 WM MOBEYE MPUCTHIA 2 Uy noseye He ce n3ucksar

1 + sicHM aHaMHECTUYHHU
JAHHU 32 MpeNLIeH

2 M moBeYe MPHUCThIA He ce u3ucksar

MPUCTHII, BKIFOYBAIII
Je3us ¢ pa3inyHa

aHaTOMHMWYHa JIOKaJIM3allusa

2 WY TIOBEYE MPUCTHITA 1 JucemuHanuss B MPOCTPAHCTBOTO,
JIEMOHCTpPHpAIIA C€ C HOB KIIMHUYEH

npuctsn wim ¢ MPT

1 IMPpUCTDBIL 2 WM TTIOBEYe I[I/ICCMI/IHaI_H/IS[ BbHB BpEMCTO,
JOKa3aHa ¢ HOB KIIMHWYCH HPUCTBHIL

umu MPT (HOBM KOHTpacTupamniu

JIe3UN) U c JIMKBOPHU
OroMapKepH.
1 mpuctsn 1 JlncemuHanus B mpoOCTPaHCTBOTO

(DIS) n nucemuHamus BbB BpEMETO
(DIT), noka3anu upes:

* MPT

* KJIMHUYHU JJaHHU

* TUKBOPHU OMOMapKepHu

e Axo kpurepuute Ha McDonald 2024 ca u3nbiHeHH U HsAMA MO-A00po OOACHEHHE 3a
KJIMHUYHOTO MPEICTaBsIHE, THAarHO3aTa € MHOXKECTBEHA CKIIEpO3a.

e AKO MMa ChbMHEHHME 32 MHOXXECTBEHa CKJIep03a, MOpajud HATUYMETO Ha KIMHHUYHO
M30JIUpaH CHUHJAPOM, HO kpurepuute Ha McDonald 2024 He ca M3IUI0 M3MBIHEHH,
JIMarHo3ara € Bb3MOYKHAa MHOXKECTBEHA CKJIepo3a. AKO MO BpeMe Ha OIleHKara Ha
CBHCTOSIHHETO BB3HWUKHE JApyra JWarfo3a, KOSTO TI0-100pe OOsCHSBAa KIMHHYHATA
CHMITOMATHKA, IMarHO3aTa He € MHO)KECTBEHA CKIIEPO3a.

e Bwnpeku ye npu mbpBHUTE JIBE KATETOPHH, 32 J1a CE JIEMOHCTpUpPA Pa3MpOCTPaHEHHUE B

IIPOCTPAHCTBOTO U BPEMETO, HE CC U3UCKBAT JOIIBJIHUTCIHA U3CJIICABAHUA, IIPH BCUUKH
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MaIMEeHTH, pHu KouTo ce npeanonara MC Tps6Ba na ce nanpasu MPT, ocBen ako ToBa
€ HEBB3MOXKHO.

OcBeH TOBa NpHU NMAaMEHTH C HEAOCTAThYHU KIMHUYHU JoKa3aTescTsa 3a MC, kakto u
IIpY TaKMBa C KJIMHUYHU CUMIITOMHM, PA3IMYHU OT TE€3U MNPU KIMHUYHO-U30JIMPAHUS
CUHJPOM WK ¢ atuninyHu 3a MC cumrnitomu, TpsioBa na ce oomuciiu MPT Ha rphOHaveH
MO3BbK WIH HW3CIEABAHE Ha JIMKBOP, MOJKPEIMSIINA MHOMKECTBEHA CKiepo3a. AKO ce
Hanpasu MPT unu apyru TectoBe (Hamp. JUKBOP) M T€ ca OTPULATEIHH, TPpIOBa 1a ce
BHHMMaBa C IOCTaBsSIHETO Ha fuarHo3ara MC u 1a ce 0OMUCIIST aJITEpPHATUBHU AUATHO3H.
PazymMHM aHAMHECTHYHM JI0KA3aTeJICTBA 32 MUHAJ IPUCTBHII, IIPU JIMIICA HA OOCKTUBHU
JAaHHM 32 OCTaTh4HA HEBPOJOTMYHA HAXOJIKA, MOT'aT Jia IOCIY KaT 3a JOKa3aTeJICTBO 32
IpEJUILeH MPUCTBII, HO Hal-MaJKO €IUH MPUCTBI TpsOBa Ja ObJe MOIKPENEH OT
OOCKTMBHA HEBpOJIOTMYHA Haxoaka. Ilpu oTchcTBHME Ha oOCTaThbYHM OOCKTHBHU
JI0Ka3aTelCcTBa, € He00X0AMMa MPeANa3InBOCT MPH MOCTaBsHe Ha AuarHozata MC.
Hanuuuero Ha cnenuguyHy JIMKBOPHU OMOMAapKepH MOKE Jla MOAKPENH AuarHo3ara
MHO>KECTBEHA CKJIEp03a U IIPU ONPEEIICHN 00CTOSITENCTBA 1a 3aMECTU U3UCKBAHETO 3a
JI0OKa3BaHE Ha JAMCEMUHalus BbB BpeMmeTo. KaTo TakuBa Morar jaa ce Hu3IO0JI3BaT
onuroknoHanHu IgG nBKIM B IMKBOpPA MJTU MOBUIIIEHU K-CBOOOHM JiekH BepurH (kappa
free light chains).

Jlnarno3ata Moxe /1a ObJie IoCTaBeHa o-paHo, IPU HaJIWYMe Ha TUIIUYHU KIMHUYHU U
o0Opa3Hu HaXOJKH, JIOpU KOraTo Kjlacu4ecKaTra JUCEMHUHAIMs BbB BPEMETO HE € SICHO

JI€MOHCTpHpaHa.
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Ipuio:xkenne 3. Pepusupanu npe3 2024 r. MPT kpurepun na McDonald

I[nceManpaHe Ha JIE3UUTE B

npocrpancrtsoro DIS

I[I/ICCMI/IHI/IpaHe Ha JIESUUTEC BbB BPEMETO

DIT

JluceMMHUpaHE B IIPOCTPAHCTBOTO MOXKE J1a
ce IeMOHCTpHUpa ¢ | uiu rnoseye xapakTepHU
3a MC Tr-XUNEPUHTEH3HU JIE3UU B 2 WJIHU
noBeue ot 4 obnactu B I{THC:

e IlepuBenTpuKyiHa

e KopoBa Win IOKCTaKOPTUKAIIHA

e Uudparenropuanna

e (CrnuHanmHa

e OnruyeH HEPB
* [Ipu nanuenTu Haja 50 ronuHu 3 WK oBeYe
NEPUBEHTPUKYJIHU  JIE3UH, KaKTO u
JNOMBJIHUTEIIHU HAXOJKHU: €QHa WIM IOBEue
CIIMHAJIHU JIE3UH WM OJIMTOKJIOHAIHUA UBUIU

mwm kFLC B nukBopa Morar aa mnomoOpsr

nuarHoctunrpanero Ha MC

JluceMrHHupaHe BBB BPEMETO MOXKE Ja ce
JIEMOHCTPHpA C €THOBPEMEHHOTO HAJTUYHE Ha
gadolinium-koHTpacTUpaHa u HE
KOHTpacTUpaHa JIe3usi 0 BCIKO BpeMe
NJIN

IIpn HamuumeTo Ha HOBa T2-XUIIEPUHTEH3HA
win gadolinium-koHTpacTupana ne3us Mpu
MPT

MpocCiICaAsiBaHeC, CpaBHﬂBaﬁKH C

npeaxoAaHo, mnpuero 3a 0Oasucuo MPT
u3ClIeqBaHe, HE3aBHCUMO OT BpEMETO Ha

0a3UCHOTO U3CJIEABAHE.
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Ipuio:xenne 4. J/ledeHne Ha NPUCTHII C KOPTHUKOCTEPOUIH

KopTukocrepona —

¢popma

Mpuaoxenune

Nuaukanus

1. Methylprednisolon
amp. 125 mg; 250 mg

500-1000 mg iv. B serum
glucosae 500 ml

3a1—1,549aca—5 namn

IlyncoBa Tepanus — 5 AHU IpU NPUCTHII U
IIPU ONTUYEH HEBPUT
[Ipu MHOTrO TEXBK (EBEHT. ChC CTBOJIOBU

cuMiitomu) npuctbi u ocrpa MC no 1000

mg i.v.
2. Methylprednisolon | —80 mgim. 3 nuu I BapuanT kato ‘“omamka”’  cief
amp. 20 mg; 40 mg -60mg  o6mo 12 gau MHTpPABEHO3HATa yJICOBA TEpanus
-40 mg cytpun
-20mg  eaHOKpaTHO
3. Prednisolone F 12 tabl. = 6 mg I BapmanT Kkaro ‘“‘omamka”  cien
tabl. 0,5 mg 10 tabl. = 5 mg no 2-3 nHw, MHTPABEHO3HATA ITyJICOBA TEPATTHSI
8 tabl. =4 mg cyTpun
6 tabl. =3 mg enHOKpaTHO
4 tabl. = 2 mg cnen 3akycka
2 tabl. =1 mg
4. Prednisolone 12 tabl. = 60 mg Il Bapmant karo ‘“omamka” clef

tabl. 5 mg

10 tabl. = 50 mg no 2-3 anw,
8 tabl. = 40 mg cyTpun

6 tabl. =30 mg enHOKpaTHO
4 tabl. = 20 mg cnen 3akycka

2 tabl. = 10 mg

HWHTPABCHO3HATA ITYJICOBA TCpaAIllna
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puiaoxenne 5. CUMNTOMATHYHO MeJUKAMEHTO3HO JIeYeHHE HA MHOKECTBEHA CKJIepo3a

Cumnrom MeaukameHT, JiekapcTBeHa ¢gopma mg /lHeBHA 1032 Mg
CnacTu4Ho Tizanidine (Sirdalud) tabl. 2, 4 2-32
noBuieH MyckyJeH | Baclofen tabl. 10, 25 50-100
TOHYC
NHTeHIIHOHEH Isoniazid (Rimicid) tabl. 100 mg 800 — 1200
TpeMop [-6:10kepu (Propranolol) tabl. 25 u 40 50 -120

Primidone (Mysolin, Liskantin) tabl. 250 125 -750
Glutethimide tabl. 250 1000-4000
Hapymena noxoaka | Fampridine (Fampyra) tabl. 10 20
Ta3oBo-pe3epBoapum | Galanthamin (Nivalin) tabl. 5; 10; amp. 2,5; 5;| 10—-30
HApYyUIeHHSA Nivabex sir. fl.
Hmnepamusnu nosusu | Tolterodine (Detrusitol) tabl. 1; 2 2-4
U UHRORMuUREpo Oxybutynin (Driptane) tabl. 5; 10 10-20

Desmopressin (Adiuretin) fl. 500 pg/5ml

Mirabegron (Betmiga) 25; 50

1-4 xanku B HOCa
2-3 IBTH JHEBHO

25-50

Baclofen tabl. 10; 25 20-40
Pemenyuz Diazepam tabl. 5; 10 10-15
Hucrarem Baclofen tabl. 10; 25 50-100

Clonazepam (Rivotril) tabl. 0,5; 2 0,5-4,0

Gabapentin (Neurontin) tabl. 300; 400; 800; caps.

600 23
Bouaxkn, napecresun u | Amitriptyline dr. 25 mg 25-175
NapOKCU3MATHHI Gabapentin (Neurontin) tabl. 300; 400; 800; caps. [2—-3 g
NPHUCTHIH 600

Pregabalin (Lyrica, Brieka) caps. 25; 50; 75; 100; | 300-600

150; 200; 300

Carbamazepine (Tegretol) tabl. 200 200 - 1200

Clonazepam (Rivotril) tabl. 0,5; 2 0,5-4,0

Phenytoin (Epilan, Phenhydan) tabl. 100 300 — 400

Lamotrigine (Lamictal) tabl. 5; 25; 50; 100 100 — 300

Topiramate (Topamax) tabl. 50; 100; 200; 300; 400 | 100 — 200
Ymopa Amantadine sulfat (PK-Merz) tabl. 100 200 - 300
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Modafinil (Aspendos) tabl. 100 100-400
Jenpecusi u Amitriptyline dr. 25 25-175
HEBPONATHA 0OMKA | ;o1 o vine (Laroxine, Effectin) tabl. 75; 150 75— 300
Mirtazapine (Remirta) tabl. 30; 45 30-60
Duloxetine (Dulsevia, Aritavi) caps. 30; 60 30-60
Koruutusen Galanthamin (Nivalin) tabl. 5; 10 10-30
Aeuuur Donepezil (Aricept) tabl. 5 10 5-10
Bepturo Dimenhydrinat (Dimenhydrinat) tabl. 50 75 -150
Betahistine (Betaserc, Vertisan) tabl. 16 48
Cinnarizine/Dimenhydrinat (Arlevert 20 mg/40 mg) | 60 mg/120 mg
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IMpuaoxenne 6. HuBa Ha 3HAYMMOCT 10 MOKa3aTeJuTe 32 €(PeKTUBHOCT HA TepanusATa

IMoka3area Hucko HUBO Ha YMepeHo HUBO HA Bucoko HuBo Ha
3HAYMMOCT 3HAYMMOCT 3HAYMMOCT
pucrbnm
Yecrora/texect | Enun  nex npucren | Equn ymepen npuctsn | [loBede ot 1 ymepen win
TOJAUIIHO TOAUIIHO 1 TEXKBK MIPUCTBI
TOJIUILIHO
Bn3cranossiBane | bspso baBHO BB3CcTaHOBsBaHEe | HembiiHO
BB3CTaHOBSIBAHE CIIEX | CIIE] Bb3CTAHOBSIBaHE cnen
KOPTUKOCTEPOUTHO KOPTUKOCTEPOUTHO KOPTUKOCTEPOUTHO
JeYeHue Je4eHue JeYeHUe
IIporpecus
EDSS<3,5 [Tpomsina ¢ <2 Touku | [IpomsiHa ¢ 2 Touku [IpomsHa ¢ >2 Touku
EDSS>4 IIpomsna ¢ <I Touka | IIpomsna c 1 Touka [IpomsiHa ¢ >1 Touka
Kiaunn4ano bes JBUTATEIIHY, | YMEPEHU JBUrareiiHu, | 3pa3zeHn  ABUTaTEIHU,
YCTAHOBEHA MUHHUMAQJIHA CETUBHU | KOTHUTUBHU WM T1O- | KOTHUTUBHH W JIpyTH
nporpecust CHMIITOMU U3pa3eHu CETUBHU | CUMIITOMH
CHMIITOMU
MPT
HoBu

3aCHJIBALIM Ce OT
gadolinium

JE3UHN

Hosu T2 ae3un

HapacrBammm T2

Je3uu (ToBap)

Hosu T1 ae3un

HapacrBamm Ti

JIE3UH

HapacrBama

arpodusn

[Ipomenu B 2

KaTeropuu

ITpomenu B 3

KaTeropuu

[Ipomenu B >3

KaTeropuu
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Hpuioxenne 7.
CkaJia 3a KOJIM4eCTBEHO OTYUTAHE HA YBPeAaTa HA HEBPOJIOTHYHUTE (PYHKIIUN

Ha J. F. Kurtzke (1983 r.) — Expanded Disability Status Scale (EDSS)

A. llupamMuaau GyHKUMH

0 — Hopmanuu

1 - TIlaronmormunu  Oenme3u  Oe3  dyHKIUOHANeH  AeUIUT  (HECHMETpPHYHA
xuneppediiekcusi, oTciaadeHu WM JIMIICBAIlM KOPEMHH pedIieKCH, MaTOJIOTUYHU pPeQIIeKCH OT

rpynara Ha Babinski u ap.).

2 -  MunumasieH GyHKIIMOHAJICH Ne(UIUT (JJATCHTHH Mape3n).

3 - Jleka nim ymMepeHa maparapesa Wi XeMHITape3a; TeKKa MOHOIapesa.

4 - H3pasena maparapesa WiH XeMHUIIape3a; yMepeHa KBajpurape3a; MOHOILICTUSI.
5 - Ilaparuterusi, XeMUIUICTHsI WJIM U3pa3eHa KBa[pUIlape3a.

6 - Ksagpumierusi.

V - HewussecTtHO

B. lepedenapau pyHKumnu.

0 — Hopmanuu

1 - [Ilaronormuynu Oene3un 0e3 (QyHkmoHaNIeH AeUUIUT (AUCKOOPIUHAIMOHHU
pa3cTpoiCTBa, OTYETEHU CaMO MPU KOOPAUHAIIMOHHUTE NMpoOH, HO O€3 HapyllleHHe Ha IMOXOJIKaTa

NN CKCIHCBHUTC MaHI/IHy.]'IaI_H/II/I).

2 - Jleka arakcus (JJIOKOMOTOpHA WUJIM HAa KPAaWHUIIUTE).

3 - VYmepeHa aTakcus (JJOKOMOTOpPHA WJIM HA KPAHUITUTE).

4 - Texka aTakcHsi Ha KpallHUIUTE, HO ChUYE€TaHa C U3BECTHO €()EKTUBHO JABHKEHUE.

5 - HeBB3MOXHOCT Jia C€ U3BBPIUIBAT KOOPAUHUPAHH JBUKEHUS TOPAIN aTaKCHUSATA.

V - HewussectHO

X - TlocraBst ce ciex BCEKHM HOMEp, aKO Mape3uTe B KPAWHHWIIMTE MpedaT Ha TOYHOTO

OTUYUTAHE.
C. ODyHKUMHU HA MO3bYHHS CTBOJI

0 — Hopmanuu

1 - TIlaronormynu Haxoaku Oe3 (QyHKIMOHAIEH AehUIUT (HAMp. OTMAgHA CETHBHA
CUMIITOMAaTHKA).

2 - VYMepeH HUCTArbM WU APYT JeK Aeumr.

3 - TexbK HUCTArbM, U3SIBEHA OUYEJBUTATETHA CIA00OCT WM yMepeH AeUuuuT Ha ApyTu

KpaHUAJIHU HEPBHU.
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4 - W3pazena au3apTpus WIM Jpyr WH3pa3eH JeQUUUT (JIMLEBa UIUIETHS WIN
odrammoruierus).

5 - HeBB3MOXHOCT 3a I'bJITaHE WIM AHAPTPUSL.

V - HewusBecTtHO

D. CeruBuun pyHkuumn

0 — Hopmanuu

1 - CHmxeH IByMEpHO-IIPOCTPAHCTBEH WJIM BHOpAIMOHEH YCET CaMO B €IUH WJIU J[Ba
KpailHUKa.
2 - HawmaieH CTaBHO-MYCKYJIEH WIH JTUCKPUMHHAIIMOHEH YCET B €IUH WU JBa KpaiHUKa

WM CHUKEH BUOPAIIMOHEH YCET B TPU WJIM YETUPHU KpailHUKa.

3 - VYmepeHO HamajeHa CETHBHOCT 3a JIOMHpP M OOJNKa W/WiM 3aryda Ha BHOpalMOHHATA
CETHUBHOCT 32 €/IMH WM JIBa KpallHUKa; WK Apyra KOMOMHALUSA OT CUMIITOMH — JIEKa XUIIECTe3Us 3a
Jonup 1 00JKa U/UIM yMEPEHO HaMalleHHEe 32 BCUUKU IPONPUOLEITUBHU TECTOBE B TP WM YETUPU
KpalHHKa.

4 — 3abenexuTeNIHO HaMalieHa CeTHBHOCT 3a Jomup u Oonka wim 3aryba Ha
IPONPUOLIENITUBHATA CETUBHOCT, CAMOCTOSITEITHO UJIM KOMOMHUPAHO, B €/IMH WX J1Ba KpaltHUKA; WK
Apyra KOMOMHAIMs OT CUMITOMH — YMEPEHO HaMajeHa CeTUBHOCT 3a JOMHUpP M OOJIKa W/UIIH CHITHO
HaMaJICHAa IPONPHUOLCIITUBHA CCTUBHOCT B IIOBEYC OT ABA KpaﬁHHKa.

5 - 3aryba Ha CETHBHOCT B €IMH WIM JBa KpalHUKa; WIM JApyra KOMOWHAaIus OT
CUMIITOMM — YMEpEHO HaMaJleHa CETMBHOCT 3a JOmup M OO0JIKa W/MIM CHJIHO HaMaleHa
IPONPHUOLIENITUBHA CETUBHOCT 3a MO-TOJIsIMATa YyacT OT TSUI0TO Oe3 riiaBaTa

6 - AmHanresus u aHecTe3us J0 IIuATa.

V - HewussecTtHO

E. TazoBope3zepBoapHu (PyHKIHNH

0 — Hopmanuu

1 - Jleka HEyBEpEHOCT, UMIIEPATUBHOCT, PAIKO PETCHIIUS.

2 - VYMepeHa HEYBEpPEHOCT, UMIIEPATUBHOCT, PETEHLIUS WA PSIJIKO MHKOHTUHEHIUS Ha
ypUHaTa.

3 - Yecra HHKOHTUHEHLMS

4 - HeoOxoauMocCT OT MOYTH HEMPEKbCHATA KaTETPU3ALIMSL.

5 - 3ary0a Ha KOHTPOJ BbpPXY NUKOYHUS MEXYD.

6 - 3ary0a Ha KOHTPOJ BbPXY MUKOUHUS MEXYDP U PEKTyMa.

V - HewusBectHu
F. 3putennu ¢pynkuumn

0 — Hopmanuau
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1 - Cxkorom cbe 3anasen Busyc 1o 20/30.

2 - CkKOTOM M MaKCHMAaJHa 3pUTENIHA OCTPOTa B MO-YBPEICHOTO OKO (KOpUTHpaHa) OT
20/30 mo 20/59.

3 - ToyiM CKOTOM B ITO-YBPEACHOTO OKO MJIM YMEPEHO HAMAaJICHHUE Ha 3PUTEITHUTE T10JICTa,

HO C MakcUMaliHa (Kopurupana) 3putenHa octpora ot 20/60 mo 20/99.

4 - Ilo-yBpeneHOTO OKO € C M3pa3eHO HaMaJeHHE Ha 3pUTEIHOTO I0JI€ U C MaKCHMasHa
(xopurupana) 3putenHa octpora ot 20/100 mo 20/200; w3MeHeHHsTa ca B CTEHEH 3 ILIIOC
MaKCHMaJjHa 3puTeHa OCTpOTa B M0-cliabo 3acerHaToro oko — 20/60 unm no-manka.

5 - Ilo-yBpeneHOTO OKO € C MakcuMaslHa (Kopurupana) 3purenHa octpora non 20/200;
M3MEHEHHUATA, O3HAUYEHU B CTENeH 4 III0C MaKCHMajHa 3pUTENIHA OCTPOTa Ha I0-3ala3eHOTO OKO
20/60 nu mo-HuCKa.

6 - lI3MeHeHusiTa, 0O3HAUYEHU B CTENEH 5 IUIFOC MaKCHMallHA 3pUTEIHA OCTPOTA HAa TO-
3ana3eHoTo oko 20/60 uiu mo-Hucka.

V - HewussecTtHO

X - Ilpubass ce xpM ctenenure ot 0 10 6 Ipy HANTMYUETO HA TEMIIOPAJIHO MOOJIEAHIBAHE
HAa TaMuInTe.

G.Ilcnxnynn GpyHKIHA

0 — Hopmanuu

1 - Tlpomenu B HacTpoeHHETO (€ypopust UK JETTPECHS]).

2 - Jleko cmajaHe Ha MHCJIOBHUTE TMPOIECH MO OTHOIIEHHE Ha a0CTpakuud WU

MAaTECMaTUYCCKU OIICpalluu.

3 - VYMepeHO CHHKEHHUE Ha MTaMETTa, HAPYIICHHUE B CHKJICHUITA U YMO3aKITIOUCHHSTA.
4 - Tlo-TeXKO NMCUXUYHO HAPYIICHHUE C U3BECTHA JE30PHUCHTAITHSI.

5 - JlemeHnus

V - HeussectHu

H. Apyrn pynkuumn

0 - Hama napymenus
1 - Hwma HsxakBa qpyra HaxoJKa — OIPEENs ce KaKkBa.

V - HewunssectHO
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Ckana 3a oryuTane Ha 00mus pynkuuonasen nepuuut no J. F. Kurtzke (1983 r.)

0 - Hopmaien HeBpoJOTHYEH CTaTyC (BCUYKH (PYHKIMOHAIHUA CUCTEMH ca Ha creneH 0);
BB3MOXKHHU ca , JIlcuxuunu QyHKIun” Ha cTeneH 1.

1 - JluncBa ¢QyHKIMoHAIEH AehUINAT, MUHUMAIHU Oene3n B eaHa (yHKIMOHATHA
cuctema (PC). Enna ©C e Ha crenieH 1, ¢ wim 6e3 ,,Ilcuxuunn pyHKIMKU Ha cTereH 1, ocTaHamuTe
cuctemu ca Ha crereH 0.

1,5 - JluncBa QyHKIMOHANEH AepUIUT, MUHUMATHH Oene3u B moBede oT eaHa OC
(noBeue ot enna OC e Ha creneH 1; ¢ wim 6e3 ,,Ilcuxuann QyHkiun” Ha cTeneH 1).

2 - MunumaneHn ¢pynkuunonanes aepunut B eqHa OC (enna OC e Ha cTeneH 2, Apyrure
ca Ha ctenieH 0 win 1).

2,5 - Munumanen ¢ynkponanes nepunut B 18e OC (1Be @C ca Ha cTemneH 2, APyTUTe
ca Ha crenieH 0 wm 1).

3 - VYwmepen pyuknuonanex gepuut B eqna OC (enna OC e Ha cTeneH 3, Apyrute ca Ha
crerned O uiu 1); wim ek pyHkunonaneH neuuut B Tpu i yetrupu OC (tpu/uetnpu OC Ha cTeneH
2, npyrute Ha 0 niu 1), maueHThT € HaIbJIHO MOJIBUYKEH.

3,5 - Hambnno nmoaBuxeH, HO ¢ ymepeH ¢yHkunoHaneH aeguuut B eqna OC (exna OC
¢ Ha creneH 3) u eqHa win a8e OC Ha creneH 2; uiu a8e ®C Ha creneH 3; wiu 5 OC Ha cTemneH 2
(octananute ca Ha cteneH 0 wim 1).

4 - OTHOCHUTENHO TEXbK NePUINT, Makap 4Ye€ TMANUCHThT € HAIbJIHO TIOJBWKEH U
criocobeH na ce camooOcCTy>Ba U € Ha Kpaka 12 yaca OT JEHOHOIIMETO (TeKKa WHBAIMIU3ALINSA,
cpoTBeTcTBaIa Ha eqHa OC Ha creneH 4, npyrute ca Ha ctened 0 unu 1)unu komOunarus ot OC Ha
MO-MaJIKU CTETIeHH, ITpeBuIaBamty 3,5 ro ckanara. Crnocoben na xoau 500 meTpa 6e3 dyxKaa moMoIl
WJIM TIOYMBKA.

4.5 - HambnHo moaBuxkeH 6e3 dyka MOMOII, JABMKU C€ U3MPABEH IMpe3 Mo-TosiMara
gacT OT JeHs, crmocoOeH aa paboTu mpe3 menus JeH (CPaBHUTENHO TeXKa WHBATHINA3AIINS,
croTBeTcTBaIa Ha eqHa OC Ha creneH 4, npyrurte ca Ha creneH 0 wim 1) nunu komOunammst ot @C
Ha [M0-MaJIK1 CTETICHH, TipeBuIIaBaiu 4 mo ckanara. Criocoden na xoau 300 meTpa 6€3 dy>k/1a moMoIIl
WM TIOYMBKA.

5 - TlogBuxeH 6e3 uykaa momorl win nmounBka a0 200 MeTpa, TeKKa WHBATHIN3ALINS,
JIOCTaThyHA J1a CMYTH CEPHO3HO exeaHeBHUTE aeiHoctu (enHa @C Ha cTemeH S5, Ipyrure ca Ha
crened 0 uiu 1; wim komOuHanmst ot @C Ha MO-MaJIKK CTENEHU, TPEBUIIABAIIM 4 TT0 CKajaTa.

5,5 - Tonmemxen 6e3 wyxma momonr win nouuBka 10 100 metpa. [TonoBuHara oT neHs
MO3Ke Ja paboTu, HO mpu cneruanHu ycnoBus (enna @C Ha cTeneH 5, apyrute ca Ha crerneH 0 wiu

1; wim komOunanms ot @C Ha MO-MaJIKU CTENeHHU, TPEBUIIABAIIH 4 110 CKajaTa).



93

6 - XoJeHeTo € ¢ eIHOCTPAHHO MOCTOSIHHO MOANOMarane ¢ 0acTyH WM MaTepulia WK ¢
JIByCTPaHHO HEMOCTOSHHO IIOJIIIOMaraHe v € Bb3MOKHO J1a u3muHe 10 100 metpa ¢ uinu 6e3 noynBKa
(noseue ot nBe OC ca Ha cTeneH 3+).

6,5 - XojeHe IpH MOCTOSTHHO JIBYCTPaHHO ToJIToMarade ¢ 06acTyH win narepumna a0 20
MeTpa 6e3 mounBka (roeue ot aBe OC ca Ha cTeneH 3+).

7 - HecnocobeH na xoau moseue oT 5 METpa, IOPH € MOMOIIL; IO CHIIECTBO OIPaHUYEH Ha
CTaHJIapTEH MHBAJIUJEH CTOJI; CaM C€ IPEXBBPJIS HA HEro M caM Ce JIBUKU C Hero okojio 12 yaca
nHeBHO (koMOuHamus ot noBedye oT eaHa ®C Ha creneH 4+, MHOro psako camo ,Ilupamunna
cucTemMa” Ha CTEmeH S).

7,5 - HecnocoOeH na HanmpaBHW MOBEYE OT HSIKOJIKO KpayKd, IPUKOBAH HAa CTaHJIApTEH
WHBAJMJICH CTOJI, HE0OX0IMMa € TTOMOII] 32 MPEXBHPJISTHE Ha HETO; TPYAHO CE MPHJIBIIKBA, TPIOBa /12
ce M3I0JI3Ba MEXaHW3MpaHa KOJIMYKa (C eNEeKTPOJABHUraTe]l WM C APy BHJ 3a/IBUXKBaHE);
(komOuHarus ot noseue oT eaHa OC Ha creneH 4+).

8 - OrpaHuyeH Ha JIeTJI0, CTOJ UM MEXaHU3UPAHA KOJIMYKA, MOXKE /1a IBUKHU KPAUHHUIIUTE
cH ¥ e(peKTHBHO JIa M3M0I3Ba phlieTe (KoMOMHAIMS OT HAKOJIKO PC Ha cTerneH 4+).

8,5 - IlpuxoBan Ha J€rjo, U3BHPIIBA MUHUMAIIHU JBIKEHUS C pblLETe (KOMOUHAIUS OT
Hskoiko OC Ha cTeneH 4+).

9 - HanbaHo 0e3mOMOIIIEH NalMeHT Ha JIETJI0, MOKE CaMo Jla KOMYHUKHUPA U J1a IPEerirblia
(xomOuHarus ot ®C Ha cteneH 4+).

9,5 - TManueHTHT € HATBIHO OE3MOMOIIEH, HECTIOCOOEH J1a KOMYHUKHUPA U Ja MPETIbIla
no6pe (moutu Bcuuku OC ca Ha cremneH 4+).

10 -  Cwmspt oT MC.



IIpunoxenne 8.

CI/IMHTOMH, HacoYBallll KbM MHOYKE€CTBCHA CRJIEPO3a

HpI/ICT’bH CbC CUMIITOMU H IPU3HALIH,
XapaKTCPHU 3a MHOKCCTBCHA CKIICPO3a

OO0eKTHBHA TIPOTPECHs

v

IIppBOHAaYaTHA JUATHOCTHKA, HACOYBAIA KBM
MHOXECTBEHa CKJIepo3a

* AHaMHe3a U KJIMHUYEH IIperie]

* OO6pa3Hu 1 1a00paTOPHH U3CIICIBAHUS

* JludbepeHuunanHa iuar{osa

v

Hsma no-mgo6po obsicHeHue 3a
KJIMHUYHATA CUMIITOMATHKA

Ha | He

-

MNOTBBPAAT WK OIPOBCPrasAT AnarHo3arta
MHOKECTBCHA CKJICpO3a

Crenete 3a HOBH HEBPOJIOTUYHH IIPOMEHHU MITH
m3menennst B MPT, kouTo 6rxa Morim aa

.

.

Hanuuue Ha ne3un B 1B€ WM IOBEYE 00JaCTH Ha
IEHTpaJHATa HEpBHA CUCTEMA
nim
MAaUeHTH C TIEPUO/] Ha mporpecupane ot 12
Mecella WK IIOBEYE OT HAYAJIOTO Ha 3a00JIIBaHETO
U IB€ WJIH [IOBEYE JIE3UH B IPHOHAYHUS MO3BK*

v

Jluarno3ara MHOXECTBEHA CKJIEP0O3a MOXKE J1a
ObJie oCTaBeHa, aKO JAOMBIHUTEIHO Ca
HAJTMIIE €/IMH WK [I0BEYE OT CIICAHUTE
MPU3HALK:

+ TlojoxuTeseH pe3ynrar Ipyu U3Cie/iBaHe
Ha JIuKBopat

+ TlonoxxuTeseH pe3yiraT NpH OleHKa 3a
CVSi

» DIT§

* Hajuuue Ha JIe3UH B YSTUPH WITH TIET
anatoMuyHU oOacty Ha [THC

MECCla HJIN IIOBCYC CJIICT Ha‘IaJ'IOTO)

Jle3un, JoKaIM3UpaHy B €HA 00JIaCT Ha
[[EHTpaJIHaTa HEPBHA CUCTEeMa (BKJIFOYHTEITHO
MAIMeHTH ¢ TIporpecus Ha 3abossaBaneTo 12

v

ObJie MocTaBeHa, aKko ca HaJIMIIE
HpU3HAIM:

Ha JIMKBOPA M MOJIOXKHUTEJICH PE3yJITaT pH
orenka 3a CVS

Ha JIMKBOPA U MOJIOKUTCIICH PE3YJITAT IIpU

—| oueHka 3a PRLY

» Tlonoxwurenen pesynrar npu DIT u

» Tlonoxwurenen pesynrar npu DIT u

HI/IaFHOSaTa MHOKECTBCHA CKJICPO3d MOXKE 1a
JOITBJIHUTCIIHO CIUH WJIU IOBCYC OT CICOAHUTC

» TlomoxxuTeneH pe3yiTaT IpH H3CIeIBaHe

» TlomoxxuTeneH pe3yiaTaT IpH H3CeIBaHe

MOJIOXKUTETIEH Pe3ynTaT npu oueHka 3a CVS

MOJIOKUTEJIEH PE3yNTaT IpH oleHKa 3a PRL

Ha MHOJICECMBEHA CKiepo3a

94

Juaznocmuuen anzopumovm 3a RPUCMBRHO PEMUMEHMHU U RBPEUYHO-RPOZPecUpauiu ghopmu

CVS = npu3Hak Ha ueHTpannara BeHa. DIT = paznpoctpanenue BbB BpemeTo. PRL = ne3us

C IapaMarHuTEeH KOHTYP.
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*[Ipu manueHTH, Ipu KOUTO MPOTPECUsATA HA 3a00JITBAHETO OT MOsIBaTa HA CUMIITOMUTE €
POIBIDKIIIA 12 Mecela Ui moBede, HATMYMETO Ha JIBE WITU TIOBEUE JIE3UH B IPHOHAYHUS MO3BK CE
CUMTA 32 JI0Ka3aTEeJICTBO 32 MPOCTPAHCTBEHO PA3MPOCTPAHEHUE U OTTOBAPS HA KPUTEPUUTE 32
HaJIM4ue Ha JIe3uu B aABe Jokanuzauuu B [ITHC.

+11070XKUTETHUAT pe3yJITaT 3a JUKBOP CE€ JJOKa3Ba Ype3 HAJTMIMETO HAa OJIMTOKJIIOHAIIHHU JICHTH
WM CBOOOTHY JIEKH BEPUTH Karia.

tHonoxurennusat CVS ce noka3Ba 4pe3 HATMYMETO Ha 1IeCT Win noseue je3uu ¢ CVS; ako
Ha MPT ce nHaOmomaBaT IMO-Majko OT IIECT JIE3UHW B OsI0TO BemiectBo, Opost Ha CVS-
MTOJIOXKUTETHUTE JIC3UH TPpsIOBa J1a HajBuIIaBa Opost Ha CVS-oTpUIaTeTHUTE JIC3UH.

§DIT ce nokasBa upe3 HAIMYMETO HA €/1HA WM [TOBeue HOBU T2 JI€3uM WK €Ha WU [IOBEYE
raI0JTUHUN-TIOJIOKUTEITHH JIC3UH, WM KIIMHAYEH TPUCTBHII.

§1Ionoxurennusat PRL ce nokassa upe3 HanmunreTo Ha eauH uinu noseue PRL.



Ipuioxenne 9.

Crnyuaiinu Haxonku npu MPT,
HACOYBAIY KbM JIEMHEITHMHU3UPAIIIO
3abossiBaHe

JIpyru ChCTOSHUS ChC CUMIITOMH,
KOHUTO HE ca crienuuyHu 3a
MHOECTBEHa cKiiepo3a™*

v

H’prOHa‘-IaJIHa JUAarHoCTuKa, HacouBallla KbM
MHO>KECTBEHA CKJIepo3a
e AnaMmHe3a U KJIUMHUYEH mperica
* (OO0pa3Hu u 1abOpaTOPHU U3CIICABAHUS
* JludepeHnuanHa 1uaraos3a

v

Hsama HO—I[O6pO 00sICHEeHHE 3a KIMHUYHATa
CHUMIITOMAaTHKa

Ha

He

v

v

Hamnune ca ne3uu B 1Be WK OBEYE
o0nacTu Ha IIeHTpaIHaTa HepBHA
cucreMa

v

Crenere 3a HOBU HEBPOJIOTUYHU
npomeHu wim usmMeHenust B MPT, kouto
O1xa MOTJIH J1a TOTBBPIST WK
OIPOBEPTrasAT JUArHo3ara MHOXKECTBEHA
CKJIepo3a

IMOBEYC OT CJICAHUTEC NPU3HALIN:

» TlonoxuTeneH pe3yaTar MpH OlLEHKa
« DIT

Jlnarno3ata MHOXECTBEHA CKJIEpO3a MOXKe J1a Obje
MIOCTaBEHA, aKO JAOMBJIHUTEIHO Ca HAJIUIE €ANH WU

* TlonoxurenaeH PpEe3yiTaT Ipu U3CJICABAHC Ha JIMKBOpA

3a CVS

Juaznocmuyen anzopumvm 3a paouoao2udHo U30aupan CUHOPOM u Opy2u Hecneyuuunu 3a

MC nposeu

CVS = npusHak Ha nieHTpanHara BeHa. DIT = pasnpocTpaneHue BbB BpEMETO.

*KnuanuHata KapTHHA MOKE J1a BKJITFOYBA!
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(1) cumnToMH MM TpU3HAIM, NPUIIOKPHUBAILK CE€ C T€3M HAa MHOYKECTBEHAaTa CKJepo3a, HO 0e3

XapaKTepHU MNPUCTHIN; WM (2) MapOKCU3MaIHU CUMIITOMH (HAmp. TPUTE€MHHAJIHA HEBPAITHUS),

CIMUJICTITUYHU I'bPYOBC U APYTU CUMIITOMHU.



