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1. Enudemuonozus, yHacneodsieaHe

BonectTta Ha [Nowe e Hal-4yecTaTa NM3030MHa BONECT Ha HAaTPYNBaHETO U Ce AbIMKN Ha AeULNT Ha eH-
31MMa rnokouepebposngasa, pesyntart OT MyTauusl Ha onpeaeneH reH. Toea BoAW OO HATpynBaHe Ha [fto-
Kouepebposung B ThbkaHHUTE Makpodyaru, T.Hap. KneTkn Ha [owwe, Konto morat Aa 6baaT HamepeHn nNpeanv-
HO B YepHusi Apob, cneskaTta U KOCTHUSA MO3bK. bonecTtTa Ha [olwe e naHeTHMYecKko 3abonsiBaHe U ce yHac-
nefsisa no aBTO30MHO-peLEeCcnBEH MbT, C NonynaumoHHa YectoTa okono 1:40 000.

AKTMBHOCTTa Ha rnokouepebposvgasata e HamarneHa B pa3fninyHa cTeneH, KOeTo onpeaenst XxeTeporeH-
HaTa KIIMHWYHA KapTuHa. 3abonsaBaHeTo NpoTMya MO-TEXKO, KOraTo HavyanoTo e B AeTcka Bb3pacT. bonecT-
Ta Ha ['owe Moxe Aa ce M3sBY B TPU KMMHUYHK chopmMu: TUN 1, Nnn HeHEBpPOHoNaTUyHa dopma (Har-vyecra);
TMN 2, N OCTpa HeBpoHonaTuyHa dopma (MHOro psigka u 6bP30 Nporpecupalla popma ¢ paHHa CMbPT-
HOCT A0 2-roguvwiHa Bb3pacT); Tun 3, Unn XpoHU4Ha HeBpoHonaTtudHa ¢opma (¢ yectota 1:100 000 m c 6as-
HO nporpecuparLo HEBPOMOrMYHO 3acsiraHe).

2. KnuHu4Ho npomu4aHe

BbonecTTa Ha lNowe e N3KNIYNTENHO XeTEPOreHHa No OTHOLLEHME Ha KITMHUYHAaTa CUMNTOMaTUKa.
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OCHOBHU CUMMTOMMU:

— BucuepanHu opranu
e CnneHomeranuns — ekCLLeCUMBHA B AeTckata Bb3pacT. VHdapkTu n pmnbposa npu nporpecrpaHe
e Xenatomeranus (xenatouenynapeH KapuMHOM, XPOHMYEH XenaTuT, Xonenutunasa).

— XemaTonorniHu

e aHemus: 6nefocCT, necHa yMopsiemocCT, 3a4yX Npu HaToBapBaHe, nannutauum,

e TPOMBOLIMTONEHNSI: CMOHTAHHO KbpBeHe (Han-4eCToO enUCTakCcKC) unm npobnemu ¢ KPbBOCHCUPBAHETO
crep TpaBMma, onepauus, paxagaHe, NPOABIMKUTENHN U OOUITHM MEeHCTpyanHu KpbBOTEYEHUS

® IEBKOMEHNS M NMOBULLEH PUCK OT MHPeKLNN.

KoctHa cuctema

e KOCTHOMO3bYHO UHUNTPUpPaHe — gedopmaLMm Ha AbNTUTE KOCTUM TUM epneHManepoBmn Konobm)
e OCTeonoposa

e OCTEOHEeKpo3a, OCTeonm3a, OCTeockKneposa

e XPOHWYHa KOCTHa Boska

e “KOCTHM KpM3n” (C BUCOKa TemnepaTypa, BTpMcaHe, NEBKOLMTO3a, YCKOpEeHa yTanka)

® KOCTHM (bpakTypy — CMOHTaHHW UMK NPU MMHUMAarnHa Tpasma

e M30CTaBaHe B pacTexa.

— Benoapo6Hu — yectn npu TMn 3

e VHTEpCTULMANHO/pecTpukTMBHO B6enoapobHo 3abonsBaHe ¢ aHOManun BbB (PyHKUMOHanHUTe 6enoa-
po6HM n3cnenBaHus

e (Npu HaToBapBaHe) 3aayX, TaxWMHes , Kawnmua, PeKypeHTHU AnxaTenHn MHheKUMn

e OenoppobHa XMNepToHWSA CbC 3adyX NPU HaTOBapBaHe UIN B MOKOW, CUHKOM, LinaHo3a

e XenaTonyniMoHasneH CUHAPOM.

— UHC - npu 6onect Ha lNowe TMn 2 1 3

e MUpamMugHa cMuMnTomMaTmMka

e OKYNO-MOTOpHa anpakcus

* MpPYOBE, MUOKITOHYCHU

e n3octaBaHe B HEPBHO-NCUXUYHOTO pa3BuUTHUE.

— 3nokayecTBeHU 3abonsaBaHusA
e MOBULLIEH PUCK OT MarnMrHeH XxemaTonorMyHn 3abonsBaHus.

3. fuaeHocmuka

— KnuHn4yHa
aHeMusi 1 TPOMBOLMTOMNEHMS
e CrreHoxenaTomeranus.

JNabopatopHa
e kneTku Ha lNowe
onpenensiHe akTMBHOCTTA Ha rniokouepebposnaasaTa B nepudepHu NeskounT nnm udbpobdnacTu.

— OHK aHanu3
HannumeTto Ha noHe eguH N370S anen ce cBbp3Ba ¢ 6onecT Ha lowe Tnn 1 1 U3kN4YBa HEBpPOHONa-
TUYHO 3acdaraHe, a XoMO3MroTHocT 3a L444P oGMKHOBEHO € MPOorHocTuyHa 3a 6onect Ha Nowe Tun 3.

— BnoxummnyHmu mapkepu
xutoTprosngasa n CCL18/ PARC.
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MbpBOHauaneH npernea

A. UcTopusa Ha 3abonsiBaHeTO — C aKLeHT BbpPXYy CNeQHOTO:
— bnepocTt

— cnneHoxenaToMeranusi Unu cniieHeKToMusi B AETCTBOTO

— CMOHTaHHO KbpBEHE, ENUCTaKCUC

— KpbBOHacagaHus

— KOCTHM BONKM

— (bpakTypu

— 4YeCTUn UHeKLNN

— 3abaBeH pacTex.

B. KnuHu4yeH nperneg — pyTMHHO KIIMHUYHO U3cneABaHe Tps6Ba Aa ce nNpoBede C OCHOBEH aK-
LIeHT BbpXY:

— pbCT, Terno, obukonka Ha rnasaTa

— pa3mep Ha YepHust Apob un cneskaTa

— bnepgHocT

— netTexummn

— aechopmaumm Ha rpbbHaYHNA CTbNO

— HEBPOJOMMYHN CUMNTOMM — OKYFIOMOTOPHA anpakcusi

— CbpAeyeH cTaTyc, BK. exokapauorpadus

— nybepTeTHO pa3BuTHe

— HEBPO-MNCUXUYHO pasBuUTHE.

B. NabopaTtopHo nacnenBaHe
Xemamounozaus

— KK

— haKkTopW Ha KPBbBOCHCUPBAHE
— CEPYMHO Xensso.

Buoxumus

— ypesi  eneKkTponuTu
— YepHoOPOOHM eH3UMM
- ACE

— XUTOTpMO3naasa.

MounekynspHa eceHemuka
— OHK aHanus 3a yectn myTtauumn.

. O6pa3Ha gMarHocTuka

PeHmeeHoepacghus

— ©an gpob u cbpue, hemyp, rpbOHaYHM NPELLEHN
— KOCTHa Bb3pacT (Npu geua).

SAMP

— rpbOHaveH cTbnb
— themyp

— KOPEMHM opraHu.
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DEXA
— npewwnexu, 6egpeHa Wuika Npy Bb3pacTHU
— MpeLneHn 1 USno TAno npuv geua.

Exorpadwusn

— Ha YepHus gpob

— TpUn3mepeH obpas Ha crieska

— gonnep exorpadus Ha nopTanHaTa BeHa 3a Hanvume Ha Bapuum
— 6bOpeum.

0. Opyrmn TecToBe

— OYHU OBVIKEHUS

— exokapauorpadusi

— €BOKMpPaHU NOTEHUManu Kakeu — npu tmn 3
— EEl — npu tvn 3

— HEeBpOMNCUXOMETPUS — nNpu Tmn 3.

4. MpocnedsieaHe

MauuveHTn Ha E3T*
MauneHTn 6es E3T* TepaneBTU4HU TepanesTU4HM Mpu npomMsaHa Ha
uenv — HeJoCcTUrHaTH uenu — goctTurHatu | gosaTa unu 3Ha-

Ha BCeku Ha BCeku Ha BCeKu Ha BCEKN | Ha BCEKM HUTEITHO KNMHMYHO

12 mec. 12-24 mec. | 3 mec. 12 Mec. | 12-24 mec. Brioluasane
KpbeHu mecmoee
XeMornobuH X X X X
TpombouunTtun X X X X
XutoTprosngasa X X X X
BucuepanHu
Paamep Ha X X X X
cneska
Paamep Ha X X X X
yepeH apob
CkennemHu
AMP X X X X
DEXA X X X X
PeHTreH X X
N3cnedeare Ha Bcekn 12-24 mec. camo nNpu naumeHTy ¢ NpeaxodHo 3acaraHe Ha 6enogpobHaTta yHKLUS
Ha 65171 Opo6

*E3T — eH3uM-3amecTuTEnHa Tepanvs
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5. Kpumepuu 3a KnuHU4YHO KnacuguyupaHe

Bb3pacTHu ¢ 6onect Ha MNowe Tun | — KpUTepUM 3a KNUHUYHO KnacuduumpaHe

umi.v.

TexecT Jleka CpegHa Texka

[NoHe eanH oT cnegHuTe, EavH nnn noeeve

HO He 1 TeXKW, KpuTepumn OT CrNeAHUTe Kputepum
Tepanus BHumartenHo usvakBaHe | 30-45 U/kg T.1./2 cegmu- | 60 U/kg T.T./2 cegmmuum i.v.

XemornobuH (g/l) > 100 80-100 <80
TpombGoumnTn (/mm3) >100.000 60 000-100 000 < 60 000
O6em Ha cneskata (MH**) | <5 5-15 > 15
exorpacdwus, BorymeTpu-

yeH MPT wnun KT

O6eMm Ha 4epeH apob <1.25 1.25-25 >25
(MH**) exorpadus, Bony-

meTpudeH MPT nnu KT

AHraxuvpaHe Ha LIHC nunca nvnca Hann4yHo

KocTHo 3acsrane
e MPT
(3a npegnoynTaHe)

e HopmaneH/neko
NPOMEHEH CUTHamNeH WH-
TeH3uTeT Ha T1
n T2 MPT

® TEXKO NMPOMEHEeH cur-
HamneH MHTEeH3UTEeT Ha
TinT2 MPT

o KOCTHU Kpnan*

PeHTreHorpadms Hedopmauusa Ha EpneH- ACYMNTOMHM 30HM Ha e ABackynapHa Hekposa
maviep aBackyrnapHa Hekposa e [TaTOoNOrMyHM pakTypu
e CtaBHM npoTesun
e DEXA e KocTHa nnibTHOCT e KocTHa nnbTHOCT e KocTHa nnbTHOCT
BMD: Z-score BMD: Z-score o1 -1,5 BMD: Z-score < -2,5 SD
He no-manko ot —-1,5 SD oo -2,5SD
Benoagpo6Ho 3acsraHe nunca nunca [aHHn 3a KINMHUYHO 3Ha4YMMO
o EKI n/unn NPorpecmnBHO
« Doppler exokapavo- 6enogpobHo 3acsaraHe,
rpama (right ventricular BKI1. xenatonynmMoHaneH
systolic pressure) cuHgpom, 6enogpobHa
e PeHtreHorpadumsa Ha XUNEPTOHUA
rpbaeH KoL
XuToTprnosngasa < 15000 >15 000

unu < 7500 npu HocuTenu
Ha XMTOMyTauums)

unun > 7500 npu HocuTenm
Ha XMTOMyTauus)

**[1H, B NbTW Hag HopmaTa

* KOCTHM Kpur3un — cunHa bornka, Henoenusaealla ce oT HCIMNBC, cbnpoBofeHa ¢ hebpunutet

[o3aTa He TpsAGBa Aa ce HamansiBa npe3 NbpBUTe 6 Mecela oT NieyeHueTo. Besika npomsaHa B fo-
3upoBKaTa TpsibBa Aa 6bAae cbobpa3eHa CbC CrNeaHoTo:!

0 KnuHuueH otroBop (BKN. pbCT, TErNO, HacTbNBaHe Ha nybepTeT)

0 XemartosnornyeH u 6MOXMMHYEH OTrOBOP
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o MpomeHu, HaGnogaBaHu Ype3 oGpa3Ha AnarHocTMKa (BMUcLepareH U ckerieTeH oTroBop)
o Hanuume/nunca Ha KNMHUYHU KPUTEPUU 3a TEXKECT Ha 3a6onsiBaHeToO.

KnuHn4Hm Kputepumn 3a TexecTt Ha 3abonsiBaHeTo

OpraHomeranus:

— xenatomeranusi — 2 2.5 nbTU HopMaTa, UH(apPKTU, NopTariHa XMNepToHusi, LMpo3a
— cnneHomMeranua — 2 15 nbTM HopMmaTta, UHdapKTH

XemMaTonornyHum:

— Xemorno6buH — < 8.0 g/dl

— Bpoii Ha Tpom6ouuTuTe — < 60 000 mm?®

— TpaHcdy3noHHa 3aBUCMMOCT.

KocTHu nposiBu:

— yMepeHa [0 TeXKa ocTeoneHus
— aBacKynapHa Hekpo3a

— CNOHTaHHMU ppaKTypu

— KOCTHU KpU3Mn.

KapavonynmoHanHu ycnoxXxHeHus, BKN. MyfIMOHanHa XunepToHus
BvbpeyHo 3abonsaBaHe
Bcsko cbnbTcTBaLLO 3abonsaBaHe, KOETO NpeaM3BUKBa BriollaBaHe Ha bonectTta Ha [owwe.

6. JleyeHue

CraHpapTtHa Tepanus 3a 6onect Ha lowe Tun 1 n Tun 3 e eHanmo3amecTutenHara Tepanus (E3T) c
Imiglucerase, KOATO € aHanor Ha YOBELLKUS eH3UM B-rmokoLepebposraasa, nonyyeH ¢ pekombrHaHTHa OHK
TexHonorus. JledeHneTo ¢ Imiglucerase e 6e3onacHo 1 edekTnBHO, ¢ 06paTHO pa3BUTUE Ha peauua oT Npo-
SABUTE U CUMNTOMUTE Ha BonecTTa Ha [owe 1 npeaoTBpaTsaBaHe Ha TEXKUTE KOCTHU NPOSIBY.

JlekapcTBeHMAT NpoAyKT Imiglucerase e nokasaH 3a NPOABLIDKUTENHA EH3MMO3aMeCcTBalLa Tepanusi nNpu
nauueHTV ¢ NOTBbpAEHA AMarHo3a Ha HeHeBpoHoMaTUYHa (TUM 1) MNKU XPOHWMYHA HeBpoHonatuyHa (Tun 3)
6onect Ha lowe, KOUTO AEMOHCTPUPAT KIMUHUYHO 3HAYMMUN HEHEBPOOMMYHM NPosiBu Ha 6onectta. EH3umo-
3amecTuTenHarta Tepanus ¢ Imiglucerase e NbpBO CPEACTBO Ha M30OP 3a NleYeHNe Ha Bb3pacTHU U deua C
bonect Ha [owe Tvn 1 n 3.

CybcTpat-pegyumpallata Tepanus ¢ Miglustat e nokasaHa 3a nepoparnHo fleyeHve Ha Bb3pacTHU
nauneHTn c nek 4o ymepeH tmn 1 Ha 6onecTtTta Ha Gaucher. Miglustat moxe aa ce n3nons3sa eauHCTBEHO U
CaMo 3a JIeYEHNETO Ha MaLUMEeHTK, MPY KOUTO eH3MM-3amMecTBaLlaTa Tepannsi € Henoaxoasiua:

e B pefKu Criydau Ha aneprus Unm XunepceH3uTMBHOCT KbM Imiglucerase, konto He morat ga 6baar
MeOUKaMeHTO3HO KOHTPONMpaHu;

e MpU NaUMEHTU, MPU KOUTO HE MOXEe Aa Ce OCUrypy BEHO3EH [OOCTbM, BKMYMTENHO W MOCTOSIHEH
BEHO3€EH MbT;

e KITMHUYHOTO pelleHne 3a npegnucBaHe Ha Miglustat He TpsibBa ga ce 6a3upa Ha Ka4yecTBO Ha KUBOT U
yoobCTBO 3a naumeHTa, Tbi KaTo ynotpebara Ha Miglustat HOCK pUCKOBE OT HeXenaHW NeKkapCTBEHN peak-
ummn mn He06paTv||vw| nocrneacTtBuv4a 3a nauneHTa.

Miglustat He e nokasaH 3a neveHue Ha geua (< 18 rog.) 1 Bb3pacTHU Had 65 roguHu.

JleyeHneTo Ha 3abonsiBaHeTo TpsibBa Aa ce npoBexaa OT fiekapu C No3HaHWUsSt U OMUT B FleYEHUETO Ha
OonectTa Ha [owwe.
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[o3unpoBka

Bb3pacmHu nayueHmu

KnuHuyHnTe nposiBn Ha 6onectTa Ha lNowe ca xeTeporeHHW. [Mopaamn ToBa Jo3uTe TpsAbBa Aa ce cbCTa-
BAT UHAMBMOYANHO 3a BCEKM MaUMEHT Bb3 OCHOBA Ha OLeHKa Ha BCUYKM KIMHWUYHWU NPOSiBM Ha OonectTa.
Mpu BUCOKOPMCKOBUTE Bb3PacTHU NaLMeHTU ¢ Texka hopma Ha GonecTra U BCUYKM AeLa MUHUMan-
HaTa npenopbyYuTeNHa A03a 3a NpoabilkUTEeNnHa noaabpxawa Tepanua e 30 U/Kg T.T. Ha Bceku 2
ceaMULIN.

Ho3arta He TpsiOBa Aa ce HamansiBa nNpe3 NbLpBUTE 6 MeceLa oT nevyeHmeTo. Besika npomsiHa B go-
3upoBKaTa Tpsi6bBa Aa 6bae cbobpaseHa CbC CreaHoTo:

0 KnuHu4eH otroBop (BKM. pbCT, TErNo, HacTbNBaHe Ha ny6epTeT)

0 XemaTtornormyeH u 6UOXMMUYEH OTFTOBOP

o0 [pomeHu, HabnogaBaHu Ype3 obpasHa AguarHocTuka (BucuepasrieH u ckefieTeH oTroBop)

0 Hanuuue/nunca Ha KNUHUYHKU KPUTEPUM 3a TEKECT Ha 3abonsiBaHETo.

Bbosiecm Ha Nowe mun 3

o [penopbunTenHata HavyanHa go3a e 120 U/kg T.T. Ha Bceku 2 ceaMmuum

e AKO MMa CbMHeHMe 3a BriolWaBaHe Ha HeBPOJIOrMYHUTE NMPOSABU, MOXe Aa 6bae o6cbaeHa Koc-
THOMO3bYHa TpaHcnaHTauumsa

e budgoccoHaTuTe MoraTt ga ce npunarat 3a fie4eHMe Ha CKeJleTHUTE YCJIOXKHEeHUsi caMo cnep
KOHCYynTauusi CbC cneyuanucr.

7. BpemeHHOCM U KbPMEHE

EH3vM-3amecTBallaTa Tepanus ce npwunara npu nauueHtku c¢ Gonectra Ha [lowe no Bpeme Ha
BpeMeHHOCT 1 KbpMeHe.

8. Tepaneemu4Hu yenu

a) XeMaTosiorM4Hu Bpewme
e YBenuuyaBaHe Ha xemornobuHa = 12.0 g/dL (7.4 mmol/l) npu mbxe 1 = 11.0 g/dL
(6.8 mmol/l) npu xxeHn 1 geua 1-2 rop.

lMayueHmu ¢ UHMakKkmHa creska:
e [1pu Texxka TPOMOBOLMTONEHNS — YBENMYaBaHe Bpos Ha TpPOMOOUMTUTE OO HUBO,

[OCTaTbYHO 3a NpefoTBpaTsiBaHe Ha KbpBeHe, 06MkHOBEHO = 30 X 10%/L 1roa.
e [1py ymepeHa n3xogHa TpombounToneHns — ysenmyasaHe 6post 1.5-2 nbTw. 1 roga.

CrineHekKmomMupaHu nayueHmu:
e HopwmanuavpaHe 6post Ha TpomGoLnTUTE 1roa.

6) BucuepanHu
e HamansBaHe obema Ha YepHusa opob

— mexay 20 n 30% 1-2 roga.
— mexay 30 n 40% 3-5ropa.
e HamansBaHe obema Ha crneskaTa

— mexay 30 1 50% 1 roga.

— mexay 50 1 60% 2-5roa.

B) CkeneTHu
e HamansieaHe unun nayessaHe Ha KOCTHa/cTaBHa Gorika 1-2 rog.
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e MpenoTBpaTsABaHe Ha KOCTHU KPU3M 1-2 rog.
e [NpenoTBpaTsiBaHe OCTEOHEKPO3a U Konanc Ha cybxoHapanHa cTaBa 1-2 roa.
e [NocTuraHe 1 noaabpkaHe Ha HopMmarHa NnvMKoBa KOCTHa Maca npu geua 2 rog.
e MNogabpkaHe Ha HopMariHa UK yBenuyaBaHe 4o HopmarHaTa KocTHa

MUHeparHa NiTbTHOCT NPV Bb3pacTHM 3-5 roga.

r) MeanaTpnyHu naumeHTH
e HopmanusupaHe Ha pacTtexa 3 roa.
e [locTuraHe HopmanHo Hayano Ha nybepreTa.

A) Opyrv
e /3b6sArsaHe Ha crnneHekToMus

e HamansBaHe akTMBHOCTTA Ha NnasMeHaTta xutoTpuosungasa ¢ > 15%
e [IpegoTBpaTaBaHe Ha KapAMO-NyrIMOHANHO 3acsaraHe
e [logobpsiBaHe Ha Ka4YeCTBOTO Ha XKMBOT.
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