KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

V¥ To3u nekapcTBeH NpoayKT MOUIEKH HA AOMBLAHUTETHO HabmoneHue. ToBa Liie Mo3BOIK OBbpP30TO
YCTaHOBSIBaHE HAa HOBA MH(OpMaLIM OTHOCHO Ge3onacHocTTa. OT MEAULIMHCKHUTE CIIELIMATMCTH Ce
M3MCKBA J1a ChOOLIABAT BCSKA MO/I03MPAHA HEXellaHa peakilins. 3a HAYMHA Ha chOOLIaBaHe Ha
HEXKeJIaHW peakLUK BHXKTE Touka 4.8.
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2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Besika tabnerka Konsyneke xpono 300 mg cbabpka 300 mg HaTpues Bannpoar (sodium valproate).
Besika Tabnetka Konysieke xpono 500 mg Cbabpka 500 mg Hatpues Bannpoar (sodium valproate).

[ToMOLLIHUM BelllecTBa ¢ U3BECTHO NEUCTBHUE:!

KonBysniekc xpono 300 mg chabprka 42 mg HaTpuii BbB BCika TabieTka ¢ YABJDKEHO OCBOOOK1aBaHE.
KonBysieke xpono 500 mg chabprka 70 mg HaTpWH BBB BCsiKa TabJieTKa C yAb/DKEHO OCBOOOXK 1aBaHE.

3a IMbJIHUSA CIIUCHK HA NMOMOILIHUTE BellleCTBA BHXKTE TOYka 6. 1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka ¢ yabimkeHo ocBOOOK 1aBaHe.

benu 10 noutn Genu TabneTky ¢ yabmkeHo OCBOOOJXK/1aBaHe, ¢ oBasiHa (hopMa, pa3/esuTe HA TMHUS U
rpaBupan Haanuc ,,CC37, pecn. ,,CC5” or ennara crpana.
Tabnerkara moxe na 6bae pa3nenena Ha aBe pPaBHHU 103H.

Kousysieke xpoHo 300 mg TabiieTku ¢ yab/bkeHO 0cBOGOKIABAHE 1 Kouynieke xpono 500 mg tabnerku
C YABIDKEHO OCBODOK/1aBaHE Ce MpHUJIaraT rMpy Bb3PAaCTHH, €1 U FOHOLLH.

4. KIMHUYHU JAHHU

4.1 TepaneBTHYHH nokazanuns

Enunnencus

o Ilvpeuuno cenepanruzupanu npunads Uu u enurencuu
o

T'unose npucTenu: abcancH, MHOKIOHHUHH, r€HEepaIu3upaHu TOHHYHO-KJIOHHUYHH,
MH(PAHTHIIHU Ca3Mu

['eHepanu3upanu enunencuu u enunenTHYHM CHHAPOMM: aDCAHCHA eNUJIeNCHs., FOBEHU/IHA
MHOKIIOHHYHA €MUJIeNCHs (CHHAPOM Ha Janz), enuencus ¢ reHEpaJIu3MPaHU TOHUYHO-

KJIOHUYHH NpUNaabLUM npu cbOyKaaHe, POTOCEH3UTHBHH eNMUIIENICHK
°  CuHapom Ha Lennox-Gastaut

*  Dokannu (napuuannu) npucmonu u ERUNENCUU C uIU De3 6MOPUYHA 2eHepaiu3ails




bEnoAApHO AQEeKTHBHO PA3CTPOHCTRBO
JleyeHue ¥ NpodUIiakTHKAa HA MAHUIHHM €MTU30H MPH OHNOJAPHH Pa3CTPOHCTBA.

4.2 [lo3MpOBKA H HAYMHH HA NPH/I0KEHHE

Jo3upoBka
KonBynekc XpoHO € ¢ yABIDKEHO OTAENAHE Ha HATPHEBHSA BAIMNPOAT, KOSTO HAMANIABA NTMKOBATA

KOHUCHTPAUHA H OCUIYpABA NMO-PDABHH MIA3MCHH KOHLUCHTPALMH ITPE3 LIEJIUA ACH.

JlHeBHaTa JO3UPOBKa Ce ONpeAens B 3aBHCHMOCT OT BBb3pacTTa H TeNECHOTO Terno. [lpenopsunrento
€ Ja C¢ B3¢ME NOA BHUMaHKE HHAWBHAYAIHATA YYBCTBUTE/IHOCT KbM BajmpoeBa kHceanHa. He e 6una

YCTRHOBEHA 3aBUCHMOCT MEXIY JHEBHATA /1034, CEPYMHATa KOHLIEHTpalMA H TepaneBTHYHHS €eKT, U
3aTOBa ONTHMANIHATA [03a TPAOBa 1a ce onpeaens OCHOBHO CTNopel KNMHHYHHA OTTOBOD.

Helia OT XKEHCKH NOJT U JKEHH C AETEPOIEH NOTEHLIHA

JleueHnero ¢ Bannpoar TpsAGBa Aa ce 3amoyHe H NPOC/ieAsBa OT JIEKAP ¢ KIHHHYEH OIHT B JICYEHHETO
Ha eNHIENCHs WK OMNONApHO pascTpoiicTBo. Bannpoat e Tpabea na ce H3Non3ea Apy AeLa Ot
YKEHCKH T10JT M NIPH AEHM C ACTEePO/IEH MOTEHLIMAN, OCBEH aKO APYTHTeE JiedeHHs ca HeepeKTHBHH Wi
He ce NoHacAT A00pe (Bx. Touka 4.4 ¥ 4.6), a non3ara U pUCKBLT TPA6BA BHUMATE/NHO Aa CE OLICHABAT
TPH PEAOBHH KNHHHUYHH TIperieaH.

Bannpoart ce npeanucea U oTiycka B choTBeTcTBHE ¢ [Iporpamara 3a npeanassaHe oT GpeMeHHOCT
MnpHu ynotpeda Ha Bannpoar (Bx. Touka 4.3 u 4.4).

Bannpoat Tpa0Ba aa ce npeanKucea NpeIMMHO KATO MOHOTEpanus, ¢ Hal-HUCKaTa eeKTHBHA 1034,
aKO € B3MOXKHO, B JIEKapcTBEHA popMa ¢ yab/DkeHo ocBoOoxkaaBaHe. [IHeBHaTa 03a TpabBa na 6bae
pa3faeneHa MoHe Ha JBe OTIAESITHU 2034 (BXK. TO4Ka 4.6).

Mbxke
[penopbuea ce nevennero ¢ Kousyneke na ce 3anouse v KOHTPOIHpA OT CHELHATHCT C OITHT B
JICHEHHETO HA eMHICTICHA WITH OUMONAPHO Pa3CTPOHCTBO (BXK. TOUKH 4.4 H 4.6).

Enniencnas:

MosroTepanns
ObwuyaiiHaTta 1038pOBKA € KAKTO C/ie/IBa:

Bw3pacmuu

Jleuennero ce 3anoupa c 500-600 mg AHEBHO, ce KOeTo J03aTa 6aBHO Ce NMOBKILABA Ha TPUAHEBHH
WHTEPBATH, 10 NOCTHIaHE HA KOHTPOJ BbPXY NpUCTBNUTE. ToBa Hali-uecTo ce nocTHra NpH J03MPOBKA
Mexay 1 000 mg u 2 000 mg auesHo T.€. 20 30 mg/kg TenecHa maca. Korato He ce NOJIy4H ajieKBaTeH
KOHTPOI1 BbPXY MPHUCTRIHTE IPH Ta3W NO3HPOBKA, [103aTa MOXE fia ce MoBuim 10 2 500 mg nHesHo.

Heouampuuna nonyaayus

Heya nao 20 kg:

[TepBOHauanHara no3a Tpsabea Aa 6uae 250-300 mg AHEBHO (HE32BHCHMO OT TErJIOTO) ¢ pa3peacHH
HHTCPBAJIM HA MOKa4BaHE, 1O NMOJyYaBaHE Ha KOHTPONA BbPXY NPHCTLIIUTE; Hali-uecTo TOBa ce
nony4asa npu 20-30 mg/kg TenecHa Maca aHerHo. KoraTo He ce NOTYyYd aACKBaTeH KOHTPO BPXY

PUCTBIMTE NPH Ta3H N03WPOBKA, TOraBa O3aTa MOXe Jia ce NOBUMILK A0 35 mg/kg TenecHa maca
ITHEBHO.

Heya noo 20 kg
OOHKHOBEHO HauanHara JO3UPOBKaA € MPUGIH3HTETHO 10-15 mg/Kg TenecHo Terno AHeBHO,

MOCNACBAHO OT NOKAYBAHE HAa RO3UPOBKATA MPH pa3peACHN HHTEPBATH, 10 JOCTHIAHE HA
MakcuManHa fo3a ot 50 mg/kg/24 yaca.

Xopa 8 nanpeonana év3pacm




OrPaHHYEHO KIIHHUYHO 3HAU€HHUEe U JO3UPORKATA Ce Ofipee)s OT KOHTpoaa BbpXy npucrsnure. C
BB3pACTTa HapacTBa 0OEMEBT Ha pasnpeeieHUe Nopaayd HaMaJleHOTO CBbP3BAHE ChC CEPYMHHS
al0yMHUH, JEABT Ha CBODOAHOTO NeKapcTBO HapacTea. ToBa TpAOBa Ja ce UMa npen BU MPH
KIMHHYHOTO MHTEPNIPETHPAHE Ha NU1a3MEHUTE HUBA Ha BaJINPOEBATa KHCETHHA,

Hayuenmu ¢ bvbpeuna nedocmamvyHOCM WUAU HAPYUIEHUE HA YePHOOPObHAamA ynKyus

[Tpn nauuenTh ¢ 6p6peuHa HEAOCTATHYHOCT MOXE Jla C& HAJNIOXKH HaMalisBaHe Ha 03aTa WM
yBeJiHYaBaHe Ha [o3aTa MPH NMaUMEHTH Ha XxeMoauanu3a. Bannpoar ce otaens npH AHanK3a (BXx. To4YKa
4.9). llozupoBkara TpgOBa na ¢e€ NPOMEHS CMIOPEA KIMHHYHOTO NpocaeAsBaHe Ha NauMeHTa (BX. ToUKa
4.4). Ho3ara tpabsa na 6bvae crobpasena ¢ KIIMHHYHMTE MPOSBH, Z0KATO MOHHTOPUPAHETO Ha
NJIa3MEHHTE KOHLIEHTPaLUHUH MOKE Ja Obae HEBepeH OpUEHTUP (BXK. Touka 5.2).

KomOnnupana Tepanus

Koraro ce 3anousa neuenue ¢ KoHBy1eKC XpOHO NMpH NaUMEHTH, KOHTO BEY€ NPHEMAT APYIH
AHTHKOHBYJICAHTH, MPHEMBT Ha MTOCICAHHTE TPAOBA na ObOaT cnHpaH OaBHO H MOCTENEHHO, a
MOBHIIABAaHETO HA Ao3aTa Ha KoHByneke XpoHo TpabBa Ja cTaBa MOCTENEHHO, KATO LIEATA e
ONTMMANHATA I03UPOBKA Aa 0be JOCTHTHATA 3a OKOJIO ABE CeAMMLM. B HskoM ciTyuan ce oka3pa
HeOoOXOAMMO J1a Ce NMOBHIUM JHEBHATa No3HpoBKa ¢ 5 10 10 mg/kg/nHeBHO, KoraTo ce npunara
KOMOMHAUMSA ¢ aHTHKOHBYJICAHTH, KOUTO NIPeAM3BUKBAT HHAYKLHA HA YEPHOAPOOHATA €eHIUMHA
aKTHBHOCT, HANpUMeEp - eHUTONH, heHobapOuTan u kapmMadasenHH.

Cnen npexpatsasaHe NpHeMa Ha CH3IUMHH WHIYKTOPH, € BB3MOXHO J1a C€ [TOCTHIHE KOHTPOI BbPXY
MPHCTBINTE C NO-HUCKH 003U KonBynekc xpoHo. Koraro ce npunara eqHoBpeMeHHo ¢ 6apOUTypaTy U
ce 3albesexy U3BECTHO ceaupaHe (ocobeHo npw geua), ao3ara Ha GapOuTypara Tpa6Ba aa 6bae
[TOHHIKEHA.

Ileouampuuna nonynayun
NB. Ilpu neua, npu CbCTOAHHETO, MPH KOETO C€ H3UCKBA JO3MPOBKaTa Aa 6bae No-BHCOKA OT
40 mg/kg/nHeBHo, TpAGBa Ja ce MOHHTOPHUPAT KITHHHYHO-XUMHYHHTE U XeMATOJIOTHUYHHTE

napameTpH.

OnTuManHara 103MPOBKA C€ ONpeieNs IJIaBHO OT MOCTHIAHETO Ha KOHTPOJ BEPXY NPHCTHIUTE H
PEeN0OBHO H3MEPBAHE HA TUTa3MEHHUTE HHBA He € Heobxoaumo. UamepBaHeTo Ha Iia3sMeHUTe HUBA,
obaue, € HeoOXxoaMMO U MOXe 1 ObAIE HIKITIOUUTENTHO MONE3HO, KOraTo HE CE MOCTUra Ji (0137 8¢
KJIMHH4YCH KOHTPOJT Wl C€ NOA03Kpa NOABATA Ha HEXKENAHU peakUuH (BXK. Touka 5.2).

A deKTHBHH NCUXO03H (CaMO NMPH BL3PACTHU MALIUEHTH):

[lpenopbusa ce mbpBoHauaiHa go3a 500-1000 mg nueBHo, pasaeneHa Ha eaMH-8a npuema. CUITHO
Bb30YyAeHH NaLUMEHTH MoraT Ja GbJar JiekyBanu ¢ 103u 10 | 500 mg/auesno. ITocTeneHHO noKayBaHe
Ha 103aTa MOXC fa C€ M3BbPILUBA Npe3 2-4 NHM, KaTO To TpAOBa Aa Obae NPUAPYKEHO C
MOHHTOPHPAHE Ha [U1a3MEHHTE HWBA (TepaneBTHYHU rpaHuum 50-125 mg/1), noKaTo ce nocTHrHe
KENAHUAT KIIMHHUYEH €QEKT HITH C€ MOABAT HexceNlaHu peakiiuu. [IpodunakTUHOTO NeueHue e
HHAUBUAYANIHO U Ce MPOBEXKIA ¢ Ha-HUCKaTa eeKTHBHA 103a.

Heouampuuna nonyrayus

EdukacHoctra Ha KonBynekc npu aeua noa 18 roaMsm B neueHHETo Ha MaHMMHU erH300H npu
OHMONAPHO PA3CTPOMCTBO HE € ycTaHoBeHa. 3a noseye uHpopMaLus 3a 6e30MacHOCTTa npy acua,
BHKTE TOUKA 4.8.

HauuH Ha npuioxkeHHe
KoHByeke xpoHo TabneTku ca NpeAHa3HauYeHH 3a OPaTHO NPHIIOIKEHME.
KoHBY/IeKC XpOHO MOXKE Aa C€ NMpUeMa €JMH ITbT KWK ABA MhTH AHesHO. TabneTkure KoHBy af

XPOHO MOraT Aa 6bAaT pa3uynBaHH Ha MONOBHHKH, HO He TpAORa na 6baar pa3TpollaBaH / e
cobBkBaHH. TabneTkure TpabBa ga ce mpueMar ¢ 10CTAThYHO TEYHOCT MO BpEME UM CJief




43 IIpoTHBONOKA3ZAHHA
Kousyneke XpoHO € NPOTHBONOKA3aH B CIAEAHUTE ClIy4au:

- CBpBXYYBCTBUTEIHOCT AKTHBHOTO BELLECTBO MJIM KbM HAKOE OT MOMOUIHUTE BELLECTBA,
H30pO€EHH B TOUKa 6.1.

- AKTHBHM 4YepHOIpoOHH 3a0onaBaHHA

- (damMH/iHa aHAMHE3A 32 TEXKa YepHOApoOHa ACcyHKLMS (B YaCTHOCT CBBP3aHa C MPHEM Ha
JIEKapCTRa)

- [Topdupus

- EnHOBpPEMEHHOTO NpPHIOXKEHUE C MepIOXUH

- OCTbp M XPOHHUUEH XENATHT

- [auueHTH ¢ MUTOXOHIPHANHH HApYLIEHWS, NPHYHHEHH OT MYTALUH B AAPEHHA I'EH, KOQUPALLL
MHUTOXOHIpHANHHA €H3UM noauMepasa y (POLG), nanp. cunapom Ha Alpers-Huttenlocher,
KaKTo M MpH elia Noj 2 roaMilHa Bb3pacT, 3a KOUTO CE CMATA, He UMAT HapYILEHHE, CBBP3aHO C
POLG rena (Buxk Touka 4.4)

- [JaLHeHTH ¢ H3BECTHYW HapyLIEHHUS B YPEHHHS LIMKEI (BXK. TOuKka 4.4)

JleyeHHEe Ha eNUNENnCcHA

- [To Bpeme Ha HpeMEHHOCT, OCBEH KOraToO HAMa MOAXOAAIIO ANTEPHATUBHO Ac4YeHUe (BHXK TOUKA
4.4 u 4.6).

- [Ipy XeHH ¢ AeTepOoACH NOTEHLHAN, OCBEH KOTaTO ¢a MU3ITbJIHEHH YCJIOBHATA HA nporpamMara 3a
npeana3BaHe oT OpeMEHHOCT (BHXK Touka 4.4 H 4.6).

Jleuenue Ha GUNonspHO pascTpoOlicTBO
- [lo Bpeme Ha OpemenHocT (Bix Touka 4.4 U 4.6).

- Ilpu >xeHu ¢ neTepoaeH noTeRUMAN, OCBEH KOTATO €A M3MBJIHEHH YCIOBHATA Ha NIporpaMara 3a
npeanasBaHe oT OpeMeHHoCT (BHxk Touka 4.4 U 4.6).




4.4. CpenHa/iHH npenynpe:KAeHHN H HPeANA3IHA MEPKH HPH ynoTpeba

Ilporpama 3a npeanasBane 0T OPeMeRHOCT

Bannpoar uMa BHCOK TepaTOreHeH MOTEHUHANT W NPH ELIaTa, U3N0OKEHH HAa BAANpPOAT in utero, WMa
BHCOK PHCK OT BpOoZJeHH Man(opMaliMK M HapyIUEHHs B Pa3BUTHETO HA HEPBHATA CHCTEMA (BIK.

TOuKa 4.6).
KoHBYNEKC XPOHO € NPOTHBONOKA3aH B CJCAHHTE CITyyaH:

JleyeHue HA enunencus
- 1o BpeMe Ha GpeMEHHQCT, OCBCH KOraTo HfiMa MMOAXOAAII0 ANTEPHATHBHO JIeUEHHE { BHXK TOUKA

4.3 u 4.6).
- HPH HKCHH C ACTCPOACH NOTCHLUHAN, OCBEH KOraro ca U3snbJJHEHU YCJIOBHUATA HA ﬂpOl‘p&MﬂTﬂ 3a

npeanaspaHe oT OpeMeHHoCT (BHX Touka 4.3 u 4.6).

JleyeHHe Ha GUNONApHO Pa3CTPOHCTBO

- [1o BpeMe Ha OpeMeHHOCT (BHXK TOuKa 4.3 1 4.6).

. I1pu xeHu ¢ neTepoaeH MOTEHLHAN, OCBEH KOTATO Ca M3ITLJIHEHH YCIOBHATA HA nporpaMara 3a
npeanasBane oT OpemMeHHoCT (BHX TOuka 4.3 u 4.6).

YcioBUs Ha NporpaMara 3a npeanaspaHe oT GpeMeHHOCT;

[IpeaAnuCBaLIHAT Jiekap TPAOBa Oa rapaHTHpa, ye:

- HHAHBUAYANHHTE 0OCTOATENCTBA Ca 33 BIKHTENHO OLEHABAHH BB BCEKM OTIENEH cnyda#,
KaTo MauxHeHTKaTa TpsAOBa Aa Objie BKIIOUEHA B AUCKYCHATA, 3a 1a CE OCHIYPH aHrKKPAHOCTTa
W, Na ce 00CHLAAT TepaneBTHHHHTE BE3MOKHOCTH H [1a CE rapaHTHpa HEHHOTO pa3dupaHe Ha
PHCKOBETE H HEOOXOMMHTE MEPKH 3a CBEXKAAHE HAa PHCKOBETE N0 MHHUMYM,

. NOTCHUHATET 32 HACTBIIBAHE HA OPEMEHHOCT € OLIEHEH NPH BCHUYKH TALIMEHTKH OT KEHCKH TIOJL.

- NauHeHTkarTa ¢ pa3bpana U NOTBLPAKAA, He OCh3HABA PHCKOBETE OT BPOJICHH MandopMailii |
HapyllIEHWA B pa3BUTHETO HA HEPBHATA CHCTEMA, BKJIIOUHTETHO CTENEHTA Ha TE3H PHCKOBE 32
JeliaTa, C eKCIIO3MLIMsA In utero Ha BaJINpoar.

- MalMeHTKaTa pa3drHpa Heo6XOAMMOCTTA OT NPOBENIAHE HA TECT 34 OpeMeHHOCT Npeay
34[I0YBAHE Ha JICYEHHETO H NO BPEME HA JIEUEHHETO, KAKTO € HeoOX0auMO.

. NaRHCHTKATa € KOHCYJITHPaHa MO OTHOLLEHHE HA KOHTPALIENLMATA H € B ChCTOSHHE Na ce
CbOOpasH ¢ HEOOXOMHMOCTTA OT H3NON3RaHE Ha edeKTHBHA KOHTpauenuus*, 6e3 npexncpaHe
110 BPEME HA LM MEPHOI Ha JICYEHHUE C BAINPOAT.

- MaluMenTKaTa pa3dupa HeOOXOAUMOCTTA OT peJioBEH (IOHE BEHDBK FOAHIIIKO) Mperne] Ha
JICYCHHETO OT CNICLUAIHCT € OTIMT B JIEHEHHETO HA enwiencus, 6UIosSpHO pascTPoHCTBO.

- NauHeHTKaTa pasbHpa HEOOXOIMMOCTTA Jia C& KOHCYITHPA ChC CBOA JIEKAP BEAHArA LIOM
1aHHpa OpeMEeHHOCT, 3a 1a CE OCHTYPH CBOEBPEMEHHO OBCHKAAHE U NPEMUHABAHE KbM
AITEPHATHBHH BH3MOXHOCTH 3a JIEUCHHE TNPEIH 3a4€BaHE W NPEH 1a Ce NPeKpaTH
KOHTpaLenHsITa.

- MAaUHEHTKATa pa3dupa HEOOXOHMOCTTA OT CMIEIIHA KOHCYJITALIHA ChC CBOS JieKap B C/Tyvaii Ha
bpemMenHoCT.

- NMaLHCHTKATa € nony4ynia PLKOBOACTBOTO 3a nanMeHTA.

Te3u ycnoBud ce OTHACAT M 3a XEeHM, KOMTO NOHACTOALLEM He Ca CEeKCYyallHO aKTHBHH, OCBEH KOTaTo

HPCAMUCBALUMAT JICKAP CMATA, Y€ CHILECTBYBAT YOEAUTEHH MPUUHHM A Ce NOCOYH, He HAMA PHCK
OT HaCTbNBaHE HAa OPEMEHHOCT.

Heua ot xeHCKH no
- [IpeamucBawuMTe nexapu

naOBa Aa ca CUrypHM, ue DOAHTEIUTE/ TIONATALIMTE I'DHKH




KEHCKH 1oJ1 pa3bupaTr HeoOXOAUMOCTTA Ja C€ CBbPXKAT ChC CMNELMAJMCT BeHAra ciiej Karo
JAETETO OT XKEHCKH IOJ, KOETO MPUEMAa BAJITIpOaT, MOYUH MEHApXeE.

- [IpeanmucBamaT aekap TpabBa Ja rapaHTHpa, Ye poAMTEANTE/TONAralliMTe rPHKH 3a AcLia OT
HKEHCKH I0JI, KOWTO €a NOTY4YHWId MEHapXe, ca NoMy4YuiH noapobHa uHgopMalus 3a pMCKOBETE
OT BPOAECHU Man(OpMaLiK U U30CTaBAHE B Pa3BMTHETO HA HEPBHATA CHCTEMA, BKITFOYMTENHO
CTEMEHTA Ha Te3U PUCKOBE 3a JellaTa, C €KCIO3ULIMA in utero Ha Balmnpoar.

- [1pH nallHEHTKH, KOUTO ca NOTYYHIIH MEHapXxe, MpeAnucBaLIMAT Jiekap TpaOBa qa npeoLeHsBa
€XErofHO HYXJaTa OT Tepanus ¢ BaJINpoar H Aa oOMHC/IH a/ITEPHATHBHH Bb3MOXKHOCTH 32
fevyeHHe. AKO BaJifpoaT € eAMHCTBEHOTO NOAXOAALIO IeUueHHE, TpAOBA Aa ce o6ChIAT
HeoDXoAMMOCTTA OT W3NON3BaHE HA €PCKTUBHA KOHTPALETILKA W BCHYKH APYrd YCIOBHUS Ha
ITporpamara 3a npeana3saHe oT SpemeHHOCT. CneyHanucTET TpAOBa J1a NOJIOKH BCHYKH
YCHJIHS ACTETO OT HKEHCKH AOJ Aa NPEMHHE Ha aNTEpHATHBHO JICYEHUE, TIPEIH Aa € HABBPLIWIIO
TBAHOJIETHE.

Tect 3a 6pemenHocT

[Ipeny Ha4anoTo Ha JICYEHHETO C BAINpOAT TpAORa aa ce u3kmour GpemMenHocT. He Tpabsa aa ce
3arnoyYyBa JICYEHHE C BANNPOAT IMPH XKEHH ¢ JETEPOJCH NOTeHUUaN 663 OTPHLIATENEH PE3YJ/ITaT OT TECT
3a OpeMeHHOCT (KpPBBEH TECT 32 OpEeMEHHOCT), IOTBLPAEH OT JIEKAp, 34 [1a C€ U3KJIIOYM HexeNlaHaTa
ynotpeba no speme Ha OpeMeHHOCT.

KoHTpauenuus

JKeHuTe ¢ neTepoJeH NOTEHIMAN, HA KOUTO € MPEANKCAH BaInpoar, Tpsa0Ba Aa H3noi3Bar
epekTHBHA KOHTpauenuus 6e3 npexLCBaHe Npe3 LEN|s NeproJ Ha fieueHHe ¢ sampoat. Ha tesu
NauMeHTKH TpA0Ba Aa Oble npenocTaBeHa U3depnaTenHa MHpopMaLKa OTHOCHO TIPEANA3BAHETO OT
OpeMeHHOCT K TpsaOBa Aa 6bAaT HACOYEHH 3a ChBET OTHOCHO KOHTPALICNLIKHA, KO HE W3MO3BaT
edexruBHa TakaBa. Tpabsa na ce U3N0/3Ba HAM-MANKO eMH eDEKTHBEH METO/ 33 KOHTPALIENLIHS
(3a NpeanovMTaHE HE3aBMCUMA OT NOTpebHTENA PopMa, KaTO HAMPUMEP BLTPEMATOYHA CIMpaa
WITH UMIVIAHTAT), WK JBE JOMBJIBALIM ¢¢ GOPMH Ha KOHTPALENLIMSA, BKITIOUHTEIHO GapHepeH
meTol. MHauBHayanuure obcroarencTsa Tpabra na ce OLEHABAT NPH BCEKH OTAENEH Clyyai,
KOraro ce uibvpa Meroa Ha KOHTpalUeNnHHA, KaTO MAUKHEHTKATa TpaOBa 1a ce BKJIIOUH B
O0CBAIaHeTO, 32 Aa Ce rapaHTHpa HeiHATA aHTKUPAHOCT M CMa3BAHETO HA H3GPaHHTE MEPKH.
Haxe na uMa ameHopes, T4 TpAOBa Na Cra3Ba BCHYKH CHBETH 32 e(heKTHBHA KOHTPALEITLIMA.

CpencTea chabpxKallly €CTPOreH

EnnoBpemenHata ynorpefa ¢bC CpeACTBA ChABPIKAILM ECTPOreH, BKIIOYATEITHO ChbPKALIUTE
€CTPOr€H XOPMOHA/IHW KOHTPALIENITHBH, OH MOIJIO a JOBEAEe A0 HAMANABaHE Ha e(PUKACHOCTTA HA
BaINpoar (BX. Touka 4.5). Ipeanucsammre nekapu Tpabaa Ja npocaeasBaT KITHHUYHUS OTrOBOP
(KOHTPO/ Ha NPHMAaTbLLUMTE) NPH 3AMOYBAHE HITH MPEKPaTABAHE HA NIEYEHHETO ChC CPeCTBa
CBABbPKALIU ECTPOTeH.

l'onuuieH npernien Ha EYEHHETO OT MEJAHLIMHCKH CTICLIHATTUCT

CneuuanucTsT TPAOBA MMOHE BEAHB®K POAMLIHO A2 NPELEeHABa JATH BAINPOAT € Hail MOAXOAALIOTO
JieyeHue 3a naueHTkata. CneudanucTsT Tpadsa na ob6cbau onuuinug popmynap 3a
NOTBBHPKACHHE OCH3IHABAHETO HA PHCKA IIPH 3aMOYBaHE Ha JIEYEHHUETO M NPH BCEKH FOJMLICH
[peraen, ¥ Aa rapaHTrpa, 4e NaiMeHThT € pazdpan ChALPKAHHETO MYy.

ILnanupase Ha OpemMeHHOCTTA ;
3a NOKa3aHHETO enUIIeNncus, aKo XeHaTa IlaHnpa Aa 3abpeMeHee, TepanuaTa ¢ Bannpoar Tpsbsa aa

CC NPEOLIEHH OT CNICUHANHKCT C ONUT B ICHCHHETO Ha €MUNENCHA U 13 ce OOMHUCIAT AITePHATHBHH
BB3MOXKHOCTH 33 JieueHHe. Tpadea fa ce nonoxaT BCHUYKH ycuins, 3a Aa C€ NPEMUHE Ha
MOAXOMALLO AITCPHATUBHO JICHEHHE NPeAH 3aUCBaHE U NPEIH NPEKpaTaBaHe HA KOHTPALENLMATA.
AKO CMSHATA Ha JICYEHHETO He e Bb3MOXKHA, JKeHaTa Tpatpra Ja ITOJIYYH JIOITBbJIHHTEIHA
KOHCYTauHa OTHOCHO PHCKOBETE C BAINPOAT 332 HEPOLAEHOTO ACTE B MOAKPENA Ha HHHOPMHpS
W B3ICMaHE Ha PCLICHHE OTHOCHO CEMEHHOTO IUIAHMpPAHE.

3a NMoKa3zaHueTo OUIICAPHO Da3




MPOBCAC KOHCYNITAIIMA CHC CIIEUHAIUCT € ONHT B JICHCHHUETO HA 6HHDJ'!H[JHO p&?.CTpOﬁCTBD H
JCUCHHETO C BA/INpoarT T'pﬂﬁﬂa Aa €€ NPCYCTAHOBH, H aKO € HeoOXoouMo Na ce NpEMHUHC HA
AJITCPHATHBHO JICHCHHUE TPCAH 3a4CBAHC H NMPCAH MPpEKpATABAHC HA KOHTpALUCIILHATA.

B cayyaii Ha OpeMeHHOCT

AKO XeHa, KOATO c€ JIEKyBa C Ballnpoar, 3abpemenee, T4 TpaOBa He3abaBHO Ja ce HACOYH KbM
CIELHAIKCT, 32 1a C€ MPEOLEHH JIEYEHHETO C BATIAPOAT U Aa ce OOCHIAT allTepHaTUBHH
BBE3MOXHOCTU. BCUYKH NanMeHTKH ¢ eKCNO3ULMA Ha BAIINPOAT MO BpeMe Ha OPEMEHHOCT U TEXHUTE
napTHBOPH TPA6BA 1a 6BAaT HACOUCHH KbM CNIELMANIUCT 33 OLUEHKA H KOHCYJITHPaHE
(creumany3vpaH nNpeHaTajJeH MOHHTOPHHF) OTHOCHO €KCMOHMpaHaTa GpemMeHHOCT (BHXK ToUKa 4.6),

dapmaueBThT TpaOBa Aa rapaHTUpa, Ye

- MpH BCAKO OTMYCKAHE Ha BAINPOAT € NPeAoCTaBEHa KapTa Ha NALKEHTa U NaLHeHTKUTE
pa30upaT HEHHOTO CHABPIKAHME.

- NMALHEHTKHTE Ca MOCHRETBAHH Aa HE CMIMPAT JIEYEHHETO C BaMpOaT H He3abaBHO Aa ce CBbpIKaT
ChC CMELIMANIMCT MPH IUIAHHPaHa WK NoA03HpaHa OpeMeHHOCT.

OOyuuTenHd MaTepuanu

3a 1a ce noANOMOrHaT MeAMLIMHCKHTE CIIELMAIHCTH U NMALMEHTKUTE B JefCTRUATA 1a ce U3berHe
CKCMO3HLHATA Ha BAJHIPOAT MO BpeMe Ha OPEMEHHOCT, NPUTEKATENIAT HAa Pa3pellEHHETO 3a
ynotpeba e npeaocTaBul 00y4HTETHH MaTEPHAITH 3a TIOACHIBAHE HA MPeIYNPEKACHHUATA U
NpEeJIOCTABAHE HA YKa3aHHA OTHOCHO YToTpebaTa Ha BAJINPOAT NPH XKEHHU ¢ ASTEPOJAEH NMOTEHLIMA H
HHGOPMALMA 33 ChABPXKAHMETO Ha MpOrpaMaTta 3a npeanaseaxe oT 6peMeHHOCT. Ha BCHUKM KEHH ©
ACTCPOACH MOTELHAN, KOMTO M3MOJ3BAT BANNpoaT, TpIOBa Ja ce npeaocTaBd PrKOBOACTBO 3a
NalMEeHTa U KapTa Ha NaLUeHTa.

Tpabea na ce u3non3sa roanmeH GopMynsp 3a NOTBLPXKAECHHE OCL3HABAHETO HA PUCKA npH
3aMOYBAHC HA JIEHEHHETO H I10 BpEMe Ha BCEKH MOAMUIEH Nperiel Ha JIEYEHHETO C BAJIMPOAT OT
CMELIMATTHCTA.

Ynorpeba rnpy nauMeHTH OT MBXKH NO.T

PeTpocnekTHBHO 06cepBalMOHHO NpoyYBaHe MOKAa3Ba MOBHLIEH PHCK OT Pa3CTPONCTBA Ha
HeBPONIOTHYHOTO pa3BHTHE (neurodevelopmental disorders, NDD) npu aeua, uuuro 6awu ca

NIEKYBAHHU C BAINPOAT Npe3 3-Te Meceua Npeiv 3a4€BaHETO, B CPABHEHME C JeLiaTa, YHUTO Gy ca
JICKYBaHH C TAMOTPW)KHH HNK JieBeTHpaleTaM (BxK. Touka 4.6).

KaTo npeanaszHa mspka, npeanucBallure nekapH TpsOBa aa HWHPOPMHPAT NALMEHTHUTE MBIKE 3a TO3H
NOTEHLMANEH PHCK (BX. TOYKa 4.6) ¥ Ja 06ChAAT HEOBXO0AUMOCTTA OT O6GMUC/ISHE Ha eeKTHBHA
KOHTPALICTILIUA, BKITIOYMTEIIHO W 32 APTHBOPKATA, 110 BpEME Ha yNnoTpebara Ha BANTIPOAT K B
NPOAB/KEHHE Ha NNOHE 3 MeceLia ClieA MPEKPaTABaHe Ha iedeHHeTo. [TalMeHTHTE OT MBKKH MO He

TpAbBa Ja AapsBaT CepMma Mo BpeMe Ha JIEYEHHETO H B MPOILIDKEHHE Ha TIOHe 3 MeceLla Cliel
peKpaTaBaHe Ha JISYEHHETO.

[laneHTHTE OT MBKKY M0/, TEKYBAHH C BAANPOAT, TpAOBa PEAOBHO Ja C€ MPETVIEKIAT OT JIEKYBA LKA
W JIEKAP, 3a 1a C€ MPEUEHM Ja/TH BAINPOAThT OCTABA HAN-NOAXOAAILOTO JICHEHHE 33 THX. 3a NMALUEHTH
OT MB2KKH I10]1, KOUTO [IIaHWPpaT Aa 3a4€HAT AeTe, TpAOBa na ce OOMHCIAT U Ja ce OOCHAAT C THX
NOAXOAALIH ANTEPHATHBH Ha JIeYeHHETO. BbB BCekU oTIENeH cilyuail Tpa6Ba 4a Ce OLEHST
HHIUBHAYaTHHTE oOCcTOATENCTBA. [IpenopbunTenHo e Npu HEOBXOAMMOCT Aa ce NOTBPCH ChBET OT
CNICLIHAJTHCT C ONMUT B JIEYEHHETO Ha CMUIIENCHSA HITH OUMOAAPHO Pa3CTOHCTRO.

HannyhH ca o0yuuTenHu MaTepHaiy 3a MEAMUMHCKH CHIELMATHCTH M NaLMeHTHTe Mbsxke. Ha

NAIHCHTHTC OT MBXKH MO0JI, H3NOA3BALIIH BAJINPOAT, TpﬂﬁBa Aa CC NMpenoCTaBH pbKOBOIACTBO
NMalHCHTA.




Camoybuticmeo/cyuyuonu MUcau iy Knunuino erowasare. 1Ipy naLMEHTH, NEKYBaHU ¢
AHTHENUJIENTHLM MO pa3NMYHU NOKa3aHUA ca cbo0ILaBaHH CYMLIMAHA Heallus U noBeaeHde. Mera
AHAJIM3 HA PAHOOMU3HUPAHH, 1ALEO0-KOHTPOIIMPAHH H3NHTBAHUSA HA AHTHENIIENTHLM CBIIIO NMOKAa3Ba
MaJTbK, HO MIOBHILIEH PUCK OT CYHUHAHA HAcalus U NOReAcHHEe. MeXaHU3MbBT Ha TO3M PUCK HE € ACEH
H HAJIHYHHUTE JaHHH HE M3KIIOYBAT Bh3MOXKHOCTTA 32 NOBHILICH PHCK MPH HATPHEB BaAMpOAar.

3aToBa NMauueHTyTe TpAOBa Aa ObAAT MPOC/eAABaHM 3a MPU3HALIM HA CYHMLIMAHA MACALINA U MOBEAEHHE
v TpAOBa Ja ce npearnpyeMe CbOTBETHOTO JeveHHe. Ha nauuwenTtiTe (M XOpaTa, KOHTO C€ I'PUXKAT 3a
TAX) TpAOBA Ja ce oObpHE BHUMAHKE Aa NOTHPCAT JICKAPCKH CHBET, B CITyUaH, Y€ Ce MOABAT NPHM3HALH
Ha CYHIIHIHa uacaluus 1 NoBeJeHHUe.

Yeprodpobnu: pyTUHHO U3MepBaHe Ha YepHoApoOHaTa QyHKIMA TpaOBa aa Oble H3BBPLIEHO NPEIH
3aM0YBAHE HA JIEUEHHUETO U NEPHOAUUHO MPOBEXKIAHO NPE3 MbPBHUTE IIECT Mecelid, 0CO0EHO NpH TE3H
MaldEeHTH, KOUTO NONAJAT B PUCKOBA IpyIa WX UMaT aHAMHECTHYHM JaHHH 3a 3a00/1sBaHe Ha
yepHus pod. Takuea naumeHTH TpadBa na ObaaT 00EKT Ha YecTO MOHUTOpHpaHe (BX. TouKa 4.8).

Xemamonozuynu. Ilpenn 3anousane Ha JICUEHHETO, KAKTO H MPeAH XHPYPrUuYecKa HHTEPBEHLHA,
KIHHHLMCTHT TPsOBa Aa ¢ MOACHIYPH, KaTO W3BLPLUN KPBBHU TECTOBE (U30pOsBaHE HA KPbBHHTE
€JIEMCHTH, H3MEPBAHE HA BpeMe HA KbPBEHE, KOAIryJIaLUMOHHH TECTOBE), C Liea U30sArBaHe Ha
YCIO0XKHEHHS, CBBP3aHH ¢ KpbBOTEeYeHUE (BXK. TO4Ka 4.8).

Hanxpeamum: MHoro paaxo ce cbodilaBa 3a TEXKH MAHKPEATUTH, KOUTO MOTaT J1a ObaaT (haTaIHH.
PUCKBT OT aTaneH U3Xo/ € MO-ToNiaM MpH MaJIKH IeLia K HaMaligBa C HapacTBaHe Ha Bb3pacTTa.
Texxu npunaabLUX WIH TEXKH HEBPOIOTHYHH YCAMKHEHMS € NPpUiaraHe Ha KOMOMHHUpaHa
aHTHKOHBY/ICHBHA TE€panui MOrar Aa ObJaT pUCKOB (PaKkTOp 3a TEXbK NMaHKpeaTHT. ChyeTaHUeTO Ha
uepHOAPOOHO YBpeXIaHe ¢ MAHKPeaTHT OBHILABA PHCKa OT (aTaneH usxox. ITaunenture pabea aa
OBbJ1aT NOCHBETBAHH Aa Ce KOHCYJNTHPAT C JIEKYBAIlUA CH ekap He3abaBHO ciief] nogpara Ha
CHMINTOMM OT CTPaHa HAa XpaHOCMWIATENHHA TPAKT WM NaHKpeaTHuT (HanpuMep KopemHa 60/1ka,
rajieHe K NOBPBIHAHE). MeAHLIMHCKO H3ciieBaHE (BKNIOYHTENHO H3MEPBAHE Ha CEPYMHATA aMUJIa3a)
TpsOBa 1a 0B]¢ H3BLPLICHO MPH MALMEHTHTE, NIPH KOUTO C€ MOAO3HpAa MAHKPEATHT, a JICYEHHETO C
KoHBYneKC XpoHO TpabBa na Obae NPEKpaTeHo, ako AWarHo3aTa MaHKPEaTHT Ce MOTBbP/IH.

Hanvansaeane: BannpoarsT 4ecTO NPEAM3BHKBA HAPACTBAHE HA TENECHOTO TETJI0, KOETO MOXKE J1a
OBae 3HauMTENHO H NporpecHsno. Benuku naumenTy, Tpabea fa 6baaT npeaynpeaeHu 3a TO34 pHcK
MpH 3aMo4yBaHe Ha NEUYCHUETO U Ja ObAAT NpeAnpHETH CbOTBETHUTE MEPKH 3a NPEAOTBPAaTABaHE HA
HaITb/IHABAHETO.

Cucmemen aynyc epumemamoodec: CneuyanHo BHUMAHHUE CE M3MCKBA, KOraTo TOBA JIEKAPCTBO CE
H3T10J13Ba MPH NALMEHTH, KOKTO MMAT CUMNTOMH, HAaCOYBAIlM KbM CHCTEMEH JNYIYC CPHTEMATONEC H
MO-pAAKO CHMITTOMH Ha APYro MMyHHO 3abonaBaHe. (Bx. Touka 4.8).

Tedicku KOJICHU HEeXNCENARU PeaKyult U AHCUOCOEM

Texku KOXKHH Hexkenanu peakuH (Severe Cutaneous Adverse Reactions, SCARs), kato cuHIpoM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcuuna ennuaepmanua vexponmusa (Toxic
Epidermal Necrolysis, TEN) # nekapcTseHa peakuiys ¢ eosnHod s M cucTeMHH cummiromu (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema Mmyatudopme 1 aHruoegem, ca
CHOOLICHH BBB BPB3Ka € JICUEHHETO ¢ Bannpoar. [lauuenture Tpadsa aa Gbaat HHGOPMHUpaHH 3a
MPH3HALKATE H CHMIITOMHWTE Ha CEPHO3HH KOXKHH MPOABH U Aa ObJaT HabnogaBaHy BHMMAaTe THO. B
ciy4ait, 4e ce HabmosaeaT npu3Hank Ha SCARSs wiv aHrvoeneM, e Heobxoauma OBbp3a OlieHKa U
NeueHHeTo TpAOBa Aa ce npeycTaHoBH, ako AnarHosara Ha SCAR unu aHrvoesem ce noTeBLpOH.

Aunepamonuemus. Korato ce nonosvpa eH3sMMeH AePUUMT B ypelHHA LIMKBI, OLE IPEAH 3aro4YBaHe
Ha JIEYEHHETO C BAHIPOAT TPA0Ba 1a Ce H3BBPINAT CLOTBETHUTE METAGONHTHH H3C/Ie[BaHM, TOpaaH
priCKa OT XHMEPAMOHHEMHUS, CBbP3aHa C MPHJIOAKEHHETO HA BAIMPOAT,

3axapen ouabem: BannpoarsT ce eNMMHHKPA NpeHMHO Ype3 GbLOpeLrTe, 4aCTUYHO NMoa GopME#s
KETOHHH TE/a, KOETO MOYKe [la Aafe (PaUIHBO MOJOKHTEIHH PE3Y/ITATH NPH TECTYBAHE HA yP /
TpaOBa fa HMa npel BH MpH AHACHOCTHLHMPAHE Ha BL3MOXHH AHAOETHLIM.




Heduyum na kapuumun naamumoun mpancpepasa (CPT) mun II:
[TaLiMeHTH ¢ HanHYeH AeHLMT Ha KApHUTUH nanMuroun TpaHcdepasza (CPT) tun Hl Tpabsa aa 6baar
npeaynpeacHH 3a No-rojiaM pucKk ot pabaoMHONN3a, KOraTo NpUEMaT Bainpoar.

Hayuenmu ¢ uzgecmno uiu nOOCO3UPAHO MUMOXOHOPUAHO 3aborasane.

Bannpoar Moxe Ja npean3BHKa WIH Aa BAOLIM KIUHHYHHUTE NMPH3HALM HA NOMJIEKALUTE
MHTOXOHIPHANHH 3a00NABaHMA, IPHYUHEHH OT MyTatlMu B MUTOXOHApHanHaTa JIHK, kakTo 4 B rexda
B AapoTo, koaupall POLG. Ilo-crnieunanHo, Mo-BUCOK MPOLIEHT Ha BAINpOoaT-uUHAYLIMPAHa OCTpa
yepHOApOOHA HEAOCTATHYHOCT H CBbP3aHa C YCPHHA Apod CMBPT ce ChoOIIABa NpPH NMALUEHTH C
HAaCJIeACTBEHH HEBPOMETAOOIUTHH CHHAPOMH, MPHYMHEHH OT MyTalliH B reHa, KOAUpalll
MHTOXOHpHaIHHA eH3UM nonuMepasza y (POLG), Hanp. cuaapom Ha Alpers-Huttenlocher,
Hapywenus, cebp3anr ¢ POLG, Tpabea ga ce moao3upar NMpy NauMeHTH ¢ paMUIHa aHaMHe3a HITH
HACOYBalIX CHMATOMH Ha ¢cBBp3ano ¢ POLG HapylueHue, BKIIOUHMTENHO, HO He caMO HeoDsACHHMA
eHLedanonarus, peppakrepHa enunencus (PokanHa, MUOKJIOHHYHA), CTATYC ENIUNENTUKYC C
KJIMHHYHA MPOABA, H30CTABaAHE B PA3BHTHETO, ICMXOMOTOPHA PErpecus, AKCOHAJIHA CEH30MOTOPHA
HEBpOMATHA, MHONATHA, LiepeOpanHa aTakCUs, OPTAIMOIUIETUS WK YC/TOXKHEHA MHIPEHA € aypa B
okuunutainHara odnacrt. TecTsT 32 POLG MyTaLus ce M3BLpLIBA B CHOTBETCTBHE ¢ HACTOALLATA
KJIMHHYHA MpaKTHKA 3a AHAarHOCTHYHATA OLUESHKA HAa TAKKMBA HapyleHUs (BXK. Touka 4.3).

4.5. B3anmogelicTBHE C APYI'H JEKAPCTBEHH OPOAYKTH H APYrH GOpPMH HA B3AHMOACHCTBHE

Edexmu na eannpoama evpxy opyau 1exapcmsa

- Hesponenmuyu, MAQO- unxubumopu, anmudenpecavmu u ben3oouazenunu

BannpoarsT MOXe [a NOTEeHLMpa e(eKTUTE Ha JPYTH NCHXOTPONHH CPEACTBA, KATO HEBPOJENTHLIH,
MAQ-uHxubuTOpH, aHTHACIpECaHTH H OeH3ogualenuHH. Ilpenopbusa ce KIMHHYHO MOHHUTOPHpPAHE
U, MpH HEOOXOAKUMOCT, A03aTa TpAOBa Aa 6bAe KOpUrupaHa.

- Penobapbuman

BannpoarsT noBHilIaBa CEPYMHHWTE KOHUEHTPpALMH Ha peHobapbuTana (IBJIXKH Ce Ha MOTHCKAHE Ha
yepHOAPOOHHS KaTabONU3IBM) U MOXKE A CE TOMY4H CEAUPAHE, NO-YECTO CPELAHO MPH AeLa.
IIpenopruBa ¢¢ KIMHHYHO MOHHTOPHPAHE Npe3 MbPBUTE |5 JTHU Ha KOMOHHHPAHOTO JIeYEHHE C
He3abaBHO HaMmansBaHe Ha A03aTa Ha ¢peHobapbuTana, ako ce NposBH CeIMpaHe, KAKTO H ONpeaesgHe
Ha [UIa3MEHHTE HUBA Ha eHoOapbuTana npu HeoOXOAUMOCT.

- IIpumuoon

BannpoarteT nNOBHLIABA [U1a3MEHMTE HHBA HA MPUMHAOHA C M30CTPAHE HA HEXKENAHUTE peaKUMH (KaTo
celpaHe), KaTo Te3H Oenesu ce NpoABABaT NPH NPOABIKUTENHO AedeHHe. [IpenopbuBa ce KIMHHYHO
MOHHMTOPHpaHe, 0COOEHO B HAYANOTO HA KOMOMHUPaHa Tepanua C KOPUrHpaHe Ha 103aTa Npu
HEeODXONUMOCT.

- Denumoun

BannpoartsT NOHWKaBa ofL1ara ni1a3MeHa KOHUEHTpaUuHa Ha GeHUTOoHH. [lo-yecTo BannpoaThT
noeuuiaBa cBOOOAHUTE POPMH HA PEHUTOMHA, C Bb3MOXKHH CUMIITOMH Ha nipeAo3kpaHe (BaanpoaThT
M3MECTBA PEHUTOMHA OT MECTATa Ha CBBbP3BaHE BbPXY ILUIA3MEHUTE NPOTEHHH H HAMaJIsBa
yepHOAPOOHHA My MeTabonu3bm). [IpenopbuBa ce KITHHHYHO MOHHTOPHPAHE, KOFaTO CE ONpeaesT
nnasMeHHUTe H1Ba Ha eHuTouHA. TpabBa aa ce onpeaenart u ceoboaHuTe bopMu.

- Kapbamaszenun

Cpo0l11aBa ce 3a NPOsiBH HA KIIMHWYHA TOKCHYHOCT NPH €AHOBPEMEHHO MPHJIOKEHHE HA BAINPOAT H
kapbaMasenvH, Tbi KaTo BaJIMpoaThLT MOXKE Jia MOTEHLIMPa TOKCHUYHMA e(eKT Ha kapOamasenuHa.

[TpenopbuBa ce KIHHHYHO MOHMTOpUpaHe, 0CODEHO B HAYAIOTO HAa KOMOHHHPaHA TEPArUs ¢
KOpHrdpaHne Ha n03aTta NpH HeoO0X0AHMOCT.

- Jlamompuorcun
BannpoaTbhT MOXe 1a HaMa/lH MeTabOoNIN3Ma Ha TaMOTPWXKHHA W 13 NMOBULIM CPEHOTO B




nonyxHeoT. CnenoBarenHo, npu HeoOX0AMMOCT, fo3aTa TpaOBa Aa Obae KopurupaHa (HamanaBaHe Ha
no03aTa Ha naMoTprxkuHa). CbBMecTHATa ynoTpeda MOXe 1a YBEJIUYH PHCKA OT OOPHBH.

- 3ucogyour
BannpoaTbT MOXe Aa NMOBHUILU [171a3MeHATa KOHLUEHTpaUMA Ha 3MA0BYIHH, KOETO Aa ZOBEJE A0
NOBUILABAHE TOKCAYHOCTTA HA 3WA0BYAHHA.

- Bumamun K-2a6ucumu anmuxoazyrarnmu

AHTHUKOAryAHTHHUAT edekT Ha BapdapHH U IpYrHTe KyYMapHHOBH @aHTUKOAryJJaHTH MOXKe 1a Ce
MOBHIUM BCJIEACTBHE HA M3MECTBAHETO UM OT MECTaTa Ha CBbLP3BAHE BbPXY ILUIA3MEHHUTE MPOTEUHH OT
Ba/INpoeBara kucenuHa, Yecto Tpsbsa na ce MOHUTOPHpPA NPOTPOMOUHOBOTO BPEME.

- Temozonuo
EanOBpeEMEHROTO NPUITOKEHHE HA TEMO30JIOMH H BaJINMPOAT MOXKE a TOBEOE A0 JIEKO HaMalliBaHe Ha
KJIHPBHCA HA TEMO30JIOMH, KOSTO HAMA 3HAYUMa KTUHHUYHA CTOHHOCT.

- Meghroxun
YckopaBa Metabony3Ma Ha BAINPOATA ¥ MMA KOHBYJICUBEH €(exT, OpajM KOETO, B C/Iyyai Ha
KOMOMHHpaHa Tepanksa, MOXe /ia ce Hab0aaBaT M'bPUOBE.

- Humoounun
EJHOBPEMEHHOTO JIEUEHHE C HATPUEB BAINPOAT W HHUMOJAMIMH MOXe aa yeeavud ¢ 50%
EKCIO3ULMATA C HUMOIUIHH.

- Knozanuwn

EnHOBPEMEHHOTO JIEYEHHE C BalNpPOaT M KI03anMH MOXKE A3 MOBUIIM PHCKA OT HEYTPOINEHUA H
KJIO3anUH-HHAYLMPaH MUOKApAMT. AKO € HeoOXxoouMma chhbTCTBaUla ynoTrpeba Ha Bannmpoar C
KJI03aMKH, € He00X0AHMO BHUMATEJTHO NPOC/IEAIBaHe U 3a JIBETE CHOWTHA.

Edexmu Ha Opyeu exapcmed bpXy earnpoama

AHTHEMWIENTULIMTE C €H3UMeH HHAYLMpall ebekT (Qenumoun, penobapbuman, xapbamasenun)
HaMansABaT MJIa3MEHATa KOHLIEHTPALHA Ha BaJIpoeBata kuceadHa. Josuposkara Tpsbra ga 6bae
KOpPUrupaHa cboOpa3Ho IUTa3MeHMTE HUBA B CTyYanTe Ha KoMOWHMpaHa Tepaius.

Ot apyra crpaHa, KoMGuHaunATa herbamam ¥ BAINPOAT MOXKE Ja MOBULIM MJIA3MEHWTE HUBA Ha
pajinpoara. Jo3upanero Ha Bannpoara TpabBa Aa ¢e MOHHTOpHpA.

Meaoxun v xropoxun MOraT [1a NOHWKAT NMPUCTBNHUS npar. Meghaoxun B nobaBka Moxe Na MOHHKH
HMBOTO Ha Bayinpoarta. Jlo3ara Ha KoHBysiekc XpoHo TpabBa chOTBEeTHO Aa Oblie KopUrupaHa.

B cnyyauTte Ha eAHOBpeMeHHa ynoTpeba Ha BaNpoaT ¢ gewyecmaa ¢ UCOK AOUHUMEM HQ CEbD3IGAHE
KoM nAazMerume npomeunu (Hanp. aCMpyH), U1a3MEHUTE HMBA HA CBOOOAHATA HATPHEB BaHIPOAaT
MOTAT Ja CE MOBULLAT.

[ [nazMeHWTe HUBA HA BAIINPOATA MOTAT JIa HAPACHAT (KATO Pe3y.ITar OT HAMAIIEH YEPHOAPOOEH METabOTHZbM)
[Py eMHOBPEMEHHO NMPWIOKEHHE C YumMemuour UITH epUmMpOoMUuyun.

Kapbanenemnume anmubuomuyu MOraT Ha HAMAAT FUIa3MEHaTa HATPUEB BAINpPOAT 40

cyOTepaneBTHYHH HUBA. AKO C€ Hajlara NpHJIOKEHUE HA TAKHBA aHTHOUOTHLH, NPENophUBA C€ UECTO
MOHHUTOpPHpaHE Ha IU1a3MEeHUTE HUBA Ha BaNNpoeBaTa KHCEHHA.

Xonecmupaviur MOXe Aa Hamany abcopOLmsTa Ha BaMpoAaTa.

Cpedcmea CoObporcarygu eCmpozen, BKIOYUMETHO CoObPIICAIY ECIIPOSEH XOPMOHATHU KONMPAYeE !
EcrporeHuTe ca HHIyKTOpH Ha m30dopMu Ha UDP-rmokyporosun tpaHedepasara (UGT), yua




[IHOKYPOHHPAHETO HA BANNPOAT M MOTAT J1a YBEJTMMAT KIIMPBHCA HA BAJIIPOAT, KOETO Ja J0Bee A0 HaManeHa
CepyMHA KOHLIEHTDA1 M Ha BA/IIPOATa M BE3MOKHO HAMAISIBAHE HA e(PUKACHOCTTA Ha BAMTpoara (BK. Touka 4.4).
Ha ce 0OMMCIH NMPOCNEASBAHE HA CEPYMHMTE HHBA HA BA/TIPOATA.

Ot apyra crpaHa, BATNPOAT HAMA EH3UM-HHAYLIMpaLl e(peKT, BCISACTBHE HA KOSTO BANMPOAT HE HAMANABA
e(PMKACHOCTTa Ha ECTPOTPONeCTATMBHUTE CPEACTBA NMPH JKEHH MPHEMALLH XOPMOHANHH KOHTPALICITTHEH.

Memazon

EHOBpeMEHHOTO NPWIoKEHWE Ha BATTPOAT ¢ METAMM30/, KOUTO € MHZYKTOP Ha JIeKAPCTBO-MeTabOTM3HpaLIy
ernvvMy, BmourTeHo CYP2B6 1 CYP3 A4, Moxxe a nosenie 10 HAMA/ISIRAHE HA TUTA3MEHHUTE KOHLICHTPALMWK Ha

BAJINPOAT, C NOTEHLIHATHO HAMAMBAHE HA KITMHMYHATA ePuKkacHOCT. [lopaas TOBa Ce MPenopbyBa MNOBHILICHO
BHHMAHHE TTpH THOBPEMEHHO MPHIOMKEHHE HA METAMW3ON M BAINPOAT; KIIMHHYHUSAT OTTOBOP WH/TH HUBATA HA

nexapcTara TpAdBA 1a e NMPOCIEAABAT MO NOAXONSLL HAYHH.

Hpyzu esaumooeticmeun

Hanckra ce BHUMaHHE ITPH €THOBPEMEHHO MPWIOHKEHKE Ha KOHBYIEKC XPOHO ¢ 110-HOBU AHTHENMMICTTTHLIH,
qMaTO hapMaKOAHHAMHUKA MOXKE [a HE € HAITBIHO YCTAHOBEHA.

46 Deprimrer, DpeMEHHOCT H KbpMeHe

EQGMGHHOCT H KCHH C ACTCPOIACH NOTCHILHAI

JleyeHUe HA enUNENCUA

. Bannpoatr € nporusonoxasaH no BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMa MOAXOAALLO
aJITEPHATUBHO JIeUEHUE
. Bannpoat € npoTHBONOKAa3aH NPH XE€HU C ASTEPOACH MOTEHLHAA, OCBEH KOTATO ¢a U3MBJIHEHN

YCJIOBHATA HA NporpaMara 3a npeana3zsaHe ot OpeMeHHOCT (BHXK Touka 4.3 u 4.4)

Jleuenune Ha SuNoONApHO pa3CTPOHCTBO

. Basnpoat € NpoTHBOIIOKa3aH Mo BpemMe Ha OpeMeHHoCT

. Bannpoat € npoTHBOINoOKa3saH NpH XKEHH C JETEPOACH IOTEHLHAN, OCBEH KOFaTO Ca W3NbIHECHH
| YCHOBUATa HA Nporpamara 3a peanassade oT OpeMeHHOCT (BHk Touka 4.3 u 4.4)

Tepamoczernnocm u eghexmu 6vbpxy pazsumuemo om in utero excno3uyus

Puckoee, cevp3anu ¢ excnozuyus na sammpoam no epeme Ha bpemernnocm
[Tpu >keHHTEe, KAKTO MOHOTEPANHATA, TAKa H NOIUTEPANHKATA ¢ BAINPOAT ¢a CBbpP3anu ¢ aBHopMeH

M3x0] Ha OpeMeHHOCTTa. HanuyHHTE AaHHH NOKA3BAT, Y€ AHTHEITHWICNITHYHATA NOJINTEPaNKA,
BKJIFOYBALLIA BAJINPOAT, € CBbp3aHa ¢ MO-BUCOK PUCK OT BPOAEHH MaiopMaLlMH B CPaBHEHHE C
MOHOTEparnus ¢ BaJinpoar.

[TokaszaHo e, ye Bannpoar npeMHHaBa IUlaleHTapHaTa 6apuepa KakTo Nnpu dKHBOTUHCKM BHIOBE, TaKa
U npH xopa (BXK. ToUYKa 5.2).

[Tpu ’KMBOTHH: YCTAHOBEHH €a TEPATOreHHH €(PEKTH NPU MHLLIKH, TUTLXOBE U 3aiiuM (BxX. Touka 5.3).

Bpooenu margopmayuu 8 pezyamam Ha excno3uyus in utero

JlaHHWTE, NOYYEHHU OT METa-aHaNu3 (BKJIKOUYEHH PETHCTPU U KOXOPTHH NPOYYBaHUA ) MOKA3BaT, He
10,73% ot neuara Ha XKEHH C COWIENICHS, €KCIIOHUPAHU HZ MOHOTEpANKA ¢ BajJimpoaT Mo BpeME Ha
OpeMeHHOCTTa CTpaaar ot BpoacHH Mandopmauun (95% CI: 8.16 -13.29). Tosa npeacTasnssa no-
BUCOK PUCK OT TEKKHU MandopMallid OTKOJKOTO B odillaTa Nonynaluus, NpH KOATO PUCKBT € OKOJIO 2-
3%. PHCKBT € 10303aBHCHM, HO ParoBaTa A03a, 1101 KOATO HE CHILECTBYBA PUCK, HE MOXE JIa Ce
ONnpeaciiu.

Hanuunute naHHU 1oKa3BaT HapacTBaHE Ha CTydauTe Ha MaJIKHM U TexXkH ManiopManuu. Haii-
YECTHTE Cy4YaH Ha MaKpOpMAaLIMH BKITIOYBAT ACHEKTH HA HEBpaTHaTa Tp1HOa, JuueB qucMopdhyskL,
33a€1IKa YCTHA U BbJI4a NacT, KpaHHOCTEHO3d, ChbPACYHH, OBbOPEeUHH H YPOrCHWTANTHM Ae(heKT /

7ty
AehexTH Ha KpalHULUTE (BIJTIOYMTETHO ABYCTPaHHA arvia3zus Ha JIb4eBaTa KOCT), H MHOXKe(T B
aHOMAaNnHuHH HAa pasnutmn CHCTEMH B HYOBREILIKHUH UpFaHHSBM.



In utero eKCMO3ULIMA Ha BAJINIPOAT MOYKE Aa AOBEAE A0 YBPEXJaHe Ha ClTyXa WM IIYXOTa B pe3yarTar
Ha MandopMalMH Ha YILIHTE H/WIH HOCa {BTOpHYEH €(DEKT) W/HIH B PE3YJITAT HA JUPEKTHA
TOKCUHMHOCT BbPXY C/IYXOBHUA anapaT. Mma cnyuan, onucBallid KakTo € THOCTPaHHA, TaKa
ABYCTPaHHA ITyX0Ta WK YBpeXIaHe Ha ciTyxa. He 3a BCHUKH c/Tyyan ca 1OKNAZBaAHH PE3YITATHTE.
Korato ca aokiaaBaHy pe3yJiTaTH, B MO-TOJIIMATa YacT OT CIYYauTE HAMA Bb3CTaHOBSIBAHE.

Excrnozuiidg in utero Ha BANpoar MOXe Jia JoBede 10 04HA MaiopMalHMy ( BIJTFOUHUTETHO KoJoboMa,
MHUKPOQTAIMHA), KOHTO ce cbobuaBar BLB Bpb3ka ¢ APYI'd BpOAEHH MandopManHH. Tesu ouHu
Man(popMalLiiA MOraT []a 3aCETHaT 3peHUETO.

Hapywenun 8 pazeumuemo HA HepEHAMA CUCMEMA 6 Pe3YImam HQ eKCRO3uyus in utero

JaHHu nokaspar, Y€ eKCNI03HLKA Ha BANNPOAT in ufero MoXke Aa UMa HeBIaronpuATHH ePeKTH BLPXY
CUXHYECKOTO H (PU3HUECKOTO pa3BHTHE Ha JeLaTa, M3/I0KEHH Ha TaKaBa €KCMO3HLMA. PUCKBT
M3MNEKAA € A0303aBUCHM, a NparoBarta J03a, MojA KOATO PUCKBT He ChIIECTBYBA, HE MOXKE 1A CE
YCTAHOBH BB3 OCHOBA Ha HATHYHUTE JaHHU. TOUHMAT PUCKOB rECTALIMOHEH NEPUO 32 Te3H e(heKTH €
HECUTYPEH H Bb3MOXHOCTTA 3a PUCK N0 BpeMe Ha LiaaTa OpeMEHHOCT HE MOXE Ja C€ H3KITIOYH.

[IpoyusaHuA MpU Aeua B TIPEOYYNWIHILHA Bb3PacT, H3TOKEHH Ha €KCITO3ULIMA Ha BAIMpoOar in utero mno
BpeMe Ha OpeMEHHOCT noka3sart, 4e npu 10 30-40% or cmyyauTe ce HabnionaBa 3abaBgHe B TAXHOTO
paHHO pa3BUTHE, KATO FOBOP, [O-KBCHO MPOXOKAAHE, MO-HHCKH HHTENEKTYAIHH CNOCOOHOCTH, JIOLIH
€3UKOBH YMEHHUs (roBopeHe M pa3bupaHe) ¥ npobieMH ¢ naMerra.

KoeduuuenT 3a unrenurentHocT (1Q), oLieHeH npu Aelia Ha 6 roguHH ¢ aHAMHE3A 33 €KCNO3ULIMS Ha
BANIPOAT in utero, € cpeAHo 7-10 MyHKTa Mo-HUCHK OT TO3M NPH A€LA, KOUTO Ca HITOXKEHHU Ha JpYyru
aHTUEMMUIENTHYHNA NPOAYKTH. MMa aoka3aTencTea Npu Aela ¢ €KCNO3ULMA Ha BAJINPOAT, Y€ PUCKDBT OT
HapYLUABaHE B HHTE/IEKTa MOXKe 1a 6bae HE3aBUCHM OT KOeHLHEHT Ha HHTENHreHTHOCT (IQ) Ha
MaikaTa, BbIIPEKH Ue poNisTa Ha CMYIHaBauTe HaKTOPH He MOXKE J1a C€ M3KJTIOYH NpU Jella.

I[ElHHHTB 10O OTHOLICHKUE HA OBJINTOCPOYHHS KW3X0[ Ca OrpaHHUYCHH.

HanuuHuTe JaHHH MOKA3BAaT, Y€ AELATa C EKCIIO3HLIMA Ha BAJINPOAT in ulero ca ¢ NOBMIUEH PUCK OT
pa3cTpOHCTBA B AYTUCTHYHHA CNIEKTHP (NMPUONUIUTENTHO TPH NBLTH) U JETCKH AYTH3BM (OKOJIO MET
I[TbTH) B CpaBHEHHUE ¢ obLIaTa NOMyJlalus Ha MPOYHRAaHETO.

OrpaHH4eHH JaHHH NOKA3BaT, Y€ NPH JeLaTa U3NoKEeHH Ha €KCIMO3ULIMA Ha BAINPOAT in utero uMa no-
rojsiMa BEpOATHOCT 32 MPOosiBa HA CHMITTOMH KaTo AeHULHT Ha BHUMAHKETO/XHUIIEPAKTHBHO
pasctpofictro (attention deficit/hyperactivity disorder, ADHD).

Menu e demepoora eév3pacm

Cpeocmea cvovpocaniu ecmpozet

Cpencrsa ChIbLPXKALLUM €CTPOTEH, BITIOYUTETHO ChIBALIM €CTPOreH XOPMOHAITHM KOHTPALIEITTUBH, MOIaT 113
YBEJIMHAT KIMPBHCA HA BATITIPOAT, KOETO OU MOITIO Ja JOBENIE 0 HAMANABAHE HA CEPYMHATA KOHLIEHTpALMA Ha
BAMPOAT H BE3MOKHO HAMAIIBAHE HA e(hHKACHOCTTA Ha BAMTIpoaT (K. Touka 4.4 1 4.5).

Axo oxcenama nranupa bpemennocm

3a noxa3aHHETO eNWIESINCHA, aKO XKEHaTa fUTaHHupa Aa 3a0peMeHee, TepanHuaTa ¢ Banpoart Tpsabaa jaa ce
MPEOLEHH OT CINCUHAIMCT ¢ OMUT B JIEYEHHETO Ha €NUIIENCHA U Ja ce OOMUCTAT aITePHATHBHU
Bb3MOXXHOCTH 32 ieueHue. TpaOpa aa ce nonokar BCHYKH YCWIHA, 3a Ja € NPEMHHE HA MOAXOAALO
AITCPHATUBHO JICUCHHE MPEAH 3a4€BaHE U NMPEAH NPEKpATABaHE Ha KOHTpaLUEeNuuATa (BHXK TO4Ka 4.4).
AKO CMAHATa HA JICYCHHETO HE € Bb3MOXKHA, XKeHaTa TpAOBa a NMONYYH JOITBIHHTE/IHA KOHCYITALIUA

OTHOCHO PHCKOBETE C BAINPOAT 32 HEPOACHOTO JIE€TE B NoAKpena Ha HHPOPMHPAHOTO H B3eMaHe Ha
PELIEHHE OTHOCHO CEMEHHOTO IIaHHUpaHe.

3a noka3aHHETO OUMONAPHO Pa3CTPOMHCTBO, AKO JKeHaTa riiaHupa aa 3abpemenee, Tpabpa na ¢
MPOBEAE KOHCYNTAUHS CbC CNCLMAHCT ¢ ONMUT B JICYEHUETO Ha OUMONAPHO pa3CcTPOCTBO
JIe4EHHETO C BANMpoat TpsaOBa 1a ce NPEyCTaHOBH, H aKo € HeoOXOAMMO 1a Ce TIPEMHHE H
AITCPHATHBHO JIEYEHHE Npe/IH 3a4eBaHe H NPEH NPEKPATABAHE HA KOHTPALIENLMATA.




bpementiu sicenu

Banmnpoar kato nedeHre Ha OUNOJIApHO pa3CTPONCTBO € MPOTUBONOKA3aH 3a ynotpeda no BpeMe Ha
GpemMeHHOCT. Bannpoar kaTo jie4eHHe 3a ENUIENCH, € MPOTUBONOKA3aH MPH OPEMEHHOCT, OCBEH
KOraTro HAMa NOAXOAA1I0 AATePHATUBHO eYCHHE (B TouKka 4.3 U 4.4).

AKO 3KeHa, KOATO ce JIEKYBa ¢ BaJITIpoar, 3abpeMeHee, T4 TpaOBa He3abaBHO a € HACOYH KbM
CIIECLIHAJIKCT, 32 Ja C€ MPeOLIeHH JICYEHHETO ¢ BAJIIPOAT MU Aa c€ 00CHAAT ANTTePHATHBHH Bb3MOKHOCTH.
[To Bpeme Ha OPEMEHHOCT, TOHHYHO-KITOHUUHUTE MbPUYOBE HA MAMKaTa U SUNICNITHYCH CTATYC C
XUIIOKCHA MOTAT Ja HOCAT ONpejefieH PUCK OT CMBPT 3a MalkaTa U IUI0JA.

AKO, BBIIPEKH U3BECTHUATE PUCKOBE ¢ BAIIPOAaT NMpH OPEMEHHOCT H ClIeX BHUMATEIIHO OOMHUC/IIHE Ha
aJITEPHATHBHO JIEUeHHE, [TPH HU3KITIOUYUTEHHA 00CTOATENCTBA OpeMEHHATa )KeHa TpAOBa Aa nosyyasa
BAJIMPOAT 34 €INUJIENCHsl, [IpenopbyBa ce:

- I[a CE€ HU3110JI3BA HAN-HHUCKATA ecbexmma A03d H [a CC pa3aciiid AHCBHATA J03a BAJIITPOAT Ha
HAKOJIKO MaJIKH 4031, KOHUTO TpﬂﬁBa Ada cC IMpHCMart Ipe3 UCAHA JCH. YHDTpeﬁﬂTﬂ Ha JICKaApPCTBEHA

dopMa ¢ yABDKEHO OCROOONKAABAHE MOXKE 1A € 34 MIPEATIOUKHTAHE Mped APYIrd JIEKAPCTBEHH
dbopMH, 3a aa ce n3berHat BUCOKH MAaKCHMAJIHH IJ1a3MEHH KOHLEHTPAaUUH (BK. TouKa 4.2).

BcHUKY NAlMEeHTKH C €KCITO3ULIMA HAa BAANPOAT 0 BpeMe Ha OPeMEeHHOCT M TEXHUTE NMapTHLOPH
TpsaOBa Ja ObAAT HACOUEHH KBbM CIICLIHAIIUCT C OMUT B TEPATONOIUATA 32 OLIEHKA M KOHCYNTHpAHE
OTHOCHO €KCIiOHHpaHaTa OpeMeHHOCT. TpabBa aa ce u3BbpllBa CIICLUATIUIHPAH NIPEHATAJICH
MOHUTOPUHT 332 OTKPHUBAHE HA BB3MOXKHa MOARA HA e(PEKTH HA HEBpaNHaTa TpbOa Wik aApyru
masipopMalu. ITpuemanero Ha 1oOaBKH ¢ QOJHEBa KMCENMHA MTpeIr OpEMEHHOCTTa MOXE Ja HaMalu
pHCKa OT JedeKTH Ha HeBpaiHaTa TprOa, KOMTO MOFaT [a ¢e NOABAT MIPH BCAKA OpEMEHHOCT.
Hannunwvre nannu obave, He peanonarar, ye onMeBara KHCeAHHa NpeJOTBpaTsIBa MosBaTa Ha
BpOAEHH AedeKTH WK MajdopMaliui NMopagyd eKCo3uIHsa Ha BaJINpoar.

TEPBHHHTH C BAJIIIpoO4T HE TpﬂﬁBa Aa CC IPCKbCBa Oe3 IMPpECOOCHKA HA MOJA3IUTE U PUHCKOBETE OT
JIECYCHUCTO C BAJINTPpOAT 3a NalHUCHTKATA, OT JICKApP € KJIIMHHYCH OITHT B JICYCHHUETO Ha CITHIICTICHA WIH

OHIIOJIAPHO Pa3CTPOHCTBO.

PHCK 3a HOBOPOAEHOTO

- MHOro paako ca 10Kj1aBaHM CIIy4dau HaA XEMOParuyeH CMHAPOM MPH HOBOPOACHH, YMHTO MaiikH ca
[TPUEMATTH BATNTPOAT MO BpeMe Ha OpemeHHoCT To3u xeMoparuieH CHHIPOM € CBBp3aH ¢
TPOMOOLIMTONEHHA, XMIIOPUOPHHONCHEMUSA W/ITH 10 HaMalsBaHe HA APYTH (pakTopy Ha
KPBBOCBCHPBAHETO. APHOPHHEMHA € AOK/IA/IBaHA CBLIO H MOXKe aa Obae ¢ ¢daraned usxon. To3u
XeMOparvMeH CUHAPOM, obaue, TpAadBa Ja ¢ pasrpaHA4H OT Ha BUTaMuH K-3aBucumure
(axTopH, UHOYLUMPaHU OT (HOOAPOUTAI WIK APYTH €H3MMHH HHAYKTOPH. ClenoBaTenHo, Oposar
Ha TpOMOOLIMTHTE, HHBOTO Ha (PMOPHHOreHa B IU1a3Mara, KoaryJalliOHHH TecTOBe H (haKTopU
Ha KPbBOCBCUPBAHETO TPAORA J1a € U3CJIeBaT PU HOBOPOAEHH.

- Cny4au Ha XMOOTJIMKeMHA ca OMTU JOKJIaABAaHM MPU HOBOPOAEHH, YMUTO MaiiKH ca MpHeMalu
BAJINPOAT MO BPEME Ha TPETUA TPHMECTBP OT OpeMeHHOCTTA

- Ciy4aM Ha XMNIOTHPEOMAW3BM ca OUIH JOKJIaZIBaHU MIPH HOBOPOISHH, YHHUTO MaMKH ca
[MPUEMAJIH BAJINPOAT 110 BpeMe Ha OpeMEHHOCT.

- CMHApPOM HA OTHEMaHeTO (KaTo, H B YaCTHOCT Bb30yaa, pa3ApasHUTETHOCT,
CBPBXBB30YAUMOCT, HEPBHOCT, XMITEPKUHE3NUS, HAPYIIEH TOHYC, TPEMOP, KOHBYJICHH U
HApYLIEHHUS HA XPAHEHETO) MOXE /1A CE IOABH MMPU HOBOPOJESHH, YHHTO MaiKH Ca TIpHeMaIH
BaNITPOAT MO BPpEeME Ha MOCNEIHUS TPUMECTHP OT OpeMEeHHOCTTA.

Muxe ¥ IOTEHIWANEH PHCK OT PAa3CTPOUCTRAa HA HEBPOJOTrHYHOTO PA3BUTHE MPH Jena yunTo Haluy ca
JIEKYBAHH ¢ BAIMNpOoaT npe3 3-te Mecela Npeay 3a4E€BaHeTo.

PetpocnekTuBHO 06cepBallHOHHO NPOYYBaHE B 3 CKAHIHHABCKH IBPXABY MOKA3BA [OBUIUECH IF
pa3TPOMCTBA Ha HEBPOJIOrHYHOTO passuTHe (neurodevelopmental disorders, NDD) npu Aeng '




JIEBETHPALIETAM KaTO MOHOTepanus, ¢ 00001eHo KOpHrupaHo cboTHowenyHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuar kyMynatuseH puck ot NDD papupa mexay 4,0 % 1 5,6 % B
rpynarta Ha Bannpoar cnpamo Mexay 2,3 % u 3,2 % B koMOMHHpaHaTa rpyna Ha
naMOTpHXKHH/IeBeTupaneTaM. [Ipoy4BaHeTO He € A0CTATBYHO MalnadHo, 3a 1a ce MU3c/1e]Ba Bpb3KarTa
c¢be cnelduuHl nogrunose NDD, a orpaHdyeHyaTa Ha NPOYYBAHETO BKIIOUBAT MOTEHLIMATHO
,,3aMBINIABaHE", CBBP3aHO C MOKA3aHHETO M Pa3/IMKH BbB BPEMETO Ha NPOCAEAABAHE MEXIY I'PYITHTE ¢
excnosunua. CpeaHoTo BpeMe Ha NpOoCNeASBaHe Ha AelaTa B rpynara ¢ BaIIpoar Bapupa mexay 5,0 n
9,2 ronuHu B cpaBHeHHe ¢ 4,8 1 6,6 roguHHM 3a AcUATa B rpynara ¢ 1aMOTPIKHUH/NICBETHPALICTAM.
Kato usito € Bb3MOXKeH noeuiueH puck oT NDD nipu aeua na 6alu, nexKyBaHH ¢ Bajnpoar npes 3-1e
Mecella Npeay 3aueBaHeTo, HO MPHYMHHOCJICACTBEHATA Bpb3Ka C YIIOTpedaTa Ha BAINpoAaT He €
noTBbpAcHa. OCBeH TOBA B MPOYYBAHETO He € oueHeH pucksT oT NDD npu aeua, uuuro 6amu ca
CIIpE/H NPHEMA Ha BAIMPOAT MOBEYE OT 3 Mecella NpeIH 3a4e€BaHeTo (T.€. € Bh3MOXKHA HOBA
criepMaToreHe3a 6e3 €eKCMO3HUMA Ha BANpPOAr).

Karo npennasHa Mapka, npeanucBalyTe nekapy Tpsbea aa uHGOpMUpaAT NALIMEHTHTE MbXKE 38 TO3H
[MOTEHIIHANEH PUCK H 12 00CHIAT HeoOXOMMMOCTTa OT e(DEKTHBHA KOHTPALCNLUA, BKIKOUYHTETHO 3a
MapTHbOPKATA, JOKATO M3MOJI3BAT BANIMPOAT U MOHE 3 Mecela ciel NPeKpaTABaHE Ha JICYEHUETO (BX.
touka 4.4). [laLMeHTHTE OT MBXKKH NoJ He TpAOBA Aa AapABaT cnepma Mo BpeMe Ha NEYEHHETO U B
NpOAB/KEHHE Ha NMOHE 3 Mecela ciieli MpeKpaTABaHe Ha JIEYEHHETO.

[TauHeHTHTE MbXkKe, TEKYBaHH ¢ BANPOaT, TpAOBa peAOBHO Ja ce nperiexaar oT JeKyBallus 'y
nekap, 3a Aa ce NPEeLeHH AaH BATNPOATHT € HAH-NOAXOAIOTO JIEeUeHHE 3a TAX. 3a MaLUeHTH OT
MBKKH 1T0JI, KOMTO TUTAHWUpAT Ha 3a4eHar fere, TpAORa aa ce oOMUCNAT M aa ce oOCBHAAT ¢ TAX
NOAXOAMALIY ANTEPHATHBU Ha JICHEHHETO. BBB BCEkM OTaENEH Cyyai TpabBa Aa ce NpeLeHAT
HHIWBHAYATHUTE oOcToqaTencTea. [IpenopruBa ce npu HEOOXOAUMOCT Aa C€ MOTHPCH CBBET OT
CMELHANKCT ¢ ONHT B IEUEHHETO Ha eMmiiencus Wid OUNonsapHo pascTpOHCTRO.

Kbpmene

ExckpenusTta Ha Bannpoar B MaiiUMHOTO MJISIKO € B Auana3ona oT 1% a0 10% ot cepymHuUTEe HHBA Ha
MaiikaTa. XeMaTONOTH4HHY HapyllleHUs ca HabnroaaBaHu NpH HOBOpoAeHH/O0ebeTa, KOraro ca KbpMeHH
OT Malky, pHEMATU BaANpoar (Bx. Touka 4.8).

TpsabBa na ce B3eME pelleHHE OTHOCHO CITHPAHE HA KbPMEHETO UIIH NPEYCTAHOBABAHE/OrpaHUYEHHE
Ha JieyeHUeTo ¢ KOHBYNEeKC XpPOHO, KaTo C€ UMAT MPEABUA [TON3UTE OT KbPMEHE 3a JETETO U 110J13aTa
OT JIeUeHHe 3a MarKaTa.

DepTUANUTET

Hma cpobulenus 3a aMeHopes, MOJTMKKUCTO3HH SHYHHULIM M YBETHYCHH HYUBA HA TECTOCTEPOHA NIPH
KEHH, pUeMain panpoart (BxK. To4ka 4.8). [Ipunaranero Ha BannpoaTt MOXKe CbLIO 18 HApYIUH
depTUAHTETA NPH MBXKE (BXK. Touka 4.8). [loknaaBaHu ciyyan NOKa3parT, Y€ HapyLUEHUATA Ha
dhepTHaUTETa Ca 0O0OpPATUMHU ClIEA NPEYCTAHOBABAHE HA JICYCHHETO.

47 EdexTH BLpxy cnocoHroCcTTa 32 ModApaHe H padoTra ¢ MAINARH

He ca mzsectn. Ipunarasero Ha KoHByneke XpOHO MOXKE 1A YCTAHOBH ITHIIEH KOHTPO: BEPXY NMPUCTHITUTE,
TaKa Ye ChOTBETHHUA NALIMEHT Aa [PUTEXABA LIOPHLOPCKA KHHKKA.

[TaipeHTItTe TPAOBA A2 ObaAT NpEIYTIPESHH 32 PHCKA OT NMPEXOAHA CHHIMBOCT, 0CODEHO B C/TyUYaHTe Ha
AHTUKOHBYJICAHTHA NMOIMTEPArUs WK KOMOMHUPAHETO ¢ H¢H301Ha3ENUHH.

48 Hexenann JeKAPCTBEHH PeaKIHH

Hapywenus na xpvema u aum@rnama cucmema: Bannpoara norucka BTopus eTan oT TpoMOOLMTHATA
arperaiys, KOeTo BOAM J0 yABL/KaBaHe Ha BPEMETO Ha KbPBEHE M 4ecTo J0 TpoMbouuTonexwus. T

CnoHTaHHOTO HATHPTBAHE WIIH KPLBOTEYEHUE €A HHAMKALIMH 33 MIPEKBCRAHE HA JICHEHHETO,
ce noay4at uscieaBanusta. [lo-paako ce crobuapa 3a NOTHCKaHe Ha YepBEHHA KPBHBEH e
JIEBKOMEHHA KM MAHLUMUTONEHUS; KPbBHATA KAPTHHA C€ Rb3BPbLIA A0 HOPMATTHHTE CTOHHOC




npeKbCBaHe Ha ieueHHeTo. [foHsAKora Moxe Z1a ce NOJIyYH ¥ H30JWpaHO HaMaNABaHE Ha
GubpUHOreHa.

Hapywenua na endoxpunnama cucmema: Hanuue ca n3ondpaHy cboOLLUEHHA 32 HEPEIOBHH NEPHOAH
Ha aMeHopes. Paaxo ce cbobuiaBa 3a yBeTMUeHH HHBA Ha TECTOCTEPOHA.

Hapywenun na memabonuzma u xparnenemo: Moxe na ce Nony4u XxuriepaMoHHeMus 6e3 mpoMeHH B
TECTOBETE, KOUTO OTpazasar depHoapobHara dyHkuua. YUsonupana U yMepeHa xvrnepaMoOHUEMHA
MOJK€E J1a Ce MOJYUM YeCTO, HO TS OOMKHOBEHO € MPEXOAHAa M He Hajlara npeKkpaTaBaHe Ha JIeYeHHETO.
Ta obaue Moxke 1a ce NPOABH KIHHHUYHO ¢ NOBPBLIAHE, AaTAKCUA M NMPOrPECHPALLIO 3aCATAHE HA
ch3HaHHeTo. IIpH nosBaTa Ha TakMBa CHMITTOMM Ce Hafara npekparsaBaHe Ha neueHueTo ¢ Konsyeke
XPOHO. XUINIEPAMOHHEMHSA ¢ HEBPOJIOTHYHH CUMIITOMM CBLIO € BE3MOXKHA (BXK. ToUuka 4.4). Paako ce
chOOLIlaBa 3a MO9Ba Ha OTOouUM. Paako ce chobillaBa 3a 3aTIbCTIBAHE.

ChlLeCTBYBAT PeAKH ChOOLUEHHUS 3a pa3BUTHE HA [AHKPEATHT, MOHAKOra ¢ daTaneH H3xoa (BX. Touka
4.4).

Hapywenus na nepsriama cucmema: Paako ce cboOLLUAaRa 332 NOSABA HA aTAKCHA U TPEMOP Y C€ CUMTAa,
ye TE NPeACTaBAAaBaT J0303aBUCHMH €(EKTH.

[Tonsixora ce cp001aRa 3a ceanpall ehekT, HO OOMKHOBEHO TOBA C€ MONTy4aBa Npy XoMOHHAIUA C
ApYrd aHTUKOHBYJCAHTU. [Ipy MOHOTEpPANKA TOBA MOXKE [a CE€ MOJTYYH B peAKH ClIy4aH npe3 paHHUTE
€TarM Ha IeYeHHeTo ¥ OOMKHOBEHO € npexoaHo. CpoldliaBa ce 3a peaKH C/y4aH Ha OTITYCHATOCT WIIH
00BLPKaHOCT, MOHAKOTa NpepacTBaLliH 40 CTYNOpP, MOHAKOra aCOLUHHPaHH C XaMIOLHHAIHH WIH
KOHBYJICHK. MHOro psako € HabmogaBaHa eHitedanonatus UM koMa. Te3u cayyan Hafi-uecTo Morar
aa ObAAT CBBP3aHM ¢ TBBPAC BUCOKA IThbPBOHAYAIHA 0033 WM TBHPAE ObP30 NOKAYBAHE HA
NO3UPOBKATA, KAKTO U C eJHOBpeMeHHa ynoTpeda Ha Apyrd aHTHKOHBYJICAHTH, Hamp. deHobapburan.
Te3u edexty ca obpaTUMHK NPH cNUpaHe Ha JICYEHUETO WK HAMAIABaHE Ha J03UPOBKATA.
ChbUIECTBYBAT MHOIQ PEAKHK CHOOLLIECHHA 3a NPEXOAHH €KCTPanupaMUIHH CUMITOMH, BKIL.
NapKUHCOHU3BM. BB3MOKHa e U obpaTiMa JeMeHLIuA.

Moske Aa ce Noy4yH NOBULLIABaAHE HA BHUMAaHHETO, KOeTO OOMKHOBEHO € ¢ GaroTBopen edekr, HO
[OHAKOTa € Bb3MO)KHA arpecus, XUMepakTUBHOCT WM NOBEACHYECKO 0ObpKBaHe.

[To-paaxo ce c»oblnapa 3a npexoaHa UM TpaiiHa 3aryba Ha ciyxa, KaTo pHYHHHO-C/IeICTBEeHATa
BpPb3Ka 3a TOBa He MOXe 712 OBAe YCTAHOBEHA.

B penxy cinydau ce crobumiaBa 3a JUILIOMHA.

Pecnupamopnu, 2pbOHU U MEOUACMUHWIHU HAPYWLEHUA.
Heuectu: nnespaneH uanus (eo3zudoduien).

Cmomawno-upesnu napywenus: IIoBHILIABaHE HA aNETHTA H CHOTBETHO HAPACTBAaHE HA TETNIOTO HE ¢a
HeoOHUYaiHH ABAeHUA (Bx. Touka 4.4). Jleku cTOMalIHY ApazHEHH W MHOTO TMO-PAAKO rajicHe ca
YECTO SBJICHHE NPH HAKOMU NALMEHTH, 0COOEHO B HAYAIOTO HA JIEUEHHUETO, HO T€ MOraT Aa 6baar
u30erHaTh upes npunaraHe Ha eHTepoCONBEHTHA HATPHEB Bannpoar, Hanp. Kousyaekc kancynu wiu
KOHBYNIEKC XPOHO IO BpeMe WIIH CJIE XPaHEHE.

Xenamobunuapru napywenua: Hapymenus svs GyHKIMATA Ha YepHHs ApoD, yepHoapobHa
HEIOCTaThYHOCT, BKTIOUHUTENTHO U ¢ (PaTATHH TIOCIEIWLIM, MOXKE Aa € MOTYYH NPH NALMEHTH, YUHETO JIEHeHUe
BKITHOYBA HATPHEB BANPOAT WK HATPHEB BANITPOAT. I lalmMeHTHTE ¢ HAl-rOIAM PHCK ca Aelia, Hail-Bede Ha
BB3pacT Mo/l TPH FOAHHH U TAKHBA, C BPOAECHH METaOOIUTHH WIH AereHEPATHBHH 3a00NsIBaHu,
OpraHH4HH MO3BbYHH 3aD0NIABAHMA WIH TEXKKH (IPUNATBLM, CBBP3aHH C YMCTBEHA H30CTaHATOCT. Tak1Ba
HHLMACHTH MOI'aT 14 CE CJTy4AT Half-Beue Npe3 ITbPBHTE 1IECT Mecella OT JISUSHHETO, KaTo riepruoaa ¢ Hail-
rofiam pHCK € MEXKIy BTOpaTa H JBaHaeceTara CEAMHLIA H OOMKHOBEHO 3acsra NauMeHTH Ha MOIHTEparTis
¢ aHTUKOHBYJicaHTH. [Ipu Tasu rpyna natpeHT™ MOHOTEpanUATA € 32 NPETIOUHTAHE.

KAap#H{{HHTE CHMITIOMH €4 IO-NOKA3ATENeH NMPH2HAK, OTKOJIKOTO JIA00PATOPHHTE NOKA3ATENH B PAHHWTE CTAIHH
Ha yepHoapoOHaTa HeJlocTaTb4HOCT. CepHo3Ha M (aTaiHa XeNaTOTOKCHYHOCT MOXKE i Ce MPEIXO0MKIa OT
HeCTIELMGHYHH CHMITTOMH, OOMKHOBEHO ¢ BHE3aMHO HA4arno, KaTo: 3aryba Ha eexTa oT 1eUeHHETO Bb
MPHUNA/TbLKTE, PH3HHECKO HEPA3TIONOKEHHE, CTabOCT, BAJIOCT, OTOLIM, aHOPEKCHS, NOBPELIAHE, KOpe
Oouika, CHLHIMBOCT, XXBITTEHHLIA. TesH NpH3HALIM ca CUTHAM 3a He3a0aBHO MPEKPATABAHE HAa Jleue
Heobxoaumo e naunenTuTe na 6baaT npeaBapUTeNHO HHCTPYKTHPAHH, Ye Tps6Ba Hezabas




YBEJAOMST JEKYBAlLUA JEKAp NPU NOABATA HA HAKOH OT onucaHuTe cUMNIToMHU. Thii KaTo NpeacTaBisBa
TPYAHOCT ONPEACIAHETO HA TOBA KOE M3CJiCABAHE [a CE W3BBPLIM, AKO TOBA € HEOOX0AUMO, YMECTHO €
Aa ce 3ano4YHe C TECTORE, KOUTO CE OTHACAT A0 NPOTEHHOBATA CHHTE3a Hanp. MpoTpOMOMHOBO BpEME.
[TopuineHUTE YepHOAPOOHH €H3UMH HE €2 HEOOUUYAHHO ARICHHE NPH JICUEHHE C BAIMNPOAT, KaTo TOBA
OOMKHOBEHO € MPEXOAHO HIIM Ce MOBJHABA OT [IOHWKABaHE HAa JO3HPOBKATA.

[TlauydenTy ¢ TakMBa OHOXUMMYHH AHOMAJIHM B XOAA HAa NEYEHUETO NEpUONUHHO TpAOBa na Obaar
KIHHWYHO OLICHABAaHH M Aa UM ObJaT H3BbPLUBAHU TECTORE 3a OfNpeaensiHe Ha YepHoApoOHaTa

(G YHKLHS, BKIHOYHTETHO MPOTPOMOUHOBO BpEME, 10 BB3BPbLIAHE HA NOCIEAHUTE B HOPMAJIHH
rpadHLy. [ToHskora uaMeHeHHs B APOTPOMOMHOBOTO BpeMe, NPOABLDKABAILH ABITO BpeMe, 0coOeHO
BbB BpPb3Ka C JPYrd peNeBaHTHH aHOMATHH, H3UCKBAT NPEKPATABAHE Ha JieucHHETO. Beakaksa
CBLITBTCTBALLA yNnoTpeOa Ha canvuwiaTti Tpabsa na 6bae rnpeycTaHoBeHa, Thil KaTo T€ H3NOM3BAaT
CbLIMTE METAOONUTHH ITHTULLA.

Hapywenun na xosxcama u noOKoj3cHama mekan. Y HAKOH NALMEHTH MOXE J1a C€ [TOJIYYH NPEXOAEH
koconan. To3u edekT He € 10303aBHCHUM U OOMKHOBEHO B PAMKHMTE Ha 1IECT MeceLa 3aro4Ba
HOPMAJIEH PACcTEX HA KOCATa, BBIPEKH Y€ KOcaTa MOXKe J1a CTaHe MO-KbAPaBa OT NMpeauLiIHaTa. YecTo
ce ChOOLIARAT HAPYILIEHHA HA HOKETH M HOKBLTHOTO JIOXKe. 3HAUMTETHO NO-pAAKO ce choOl11aBa 3a nogaa
Ha 00pHUBH W XUP3yUTH3BM. MIMa peaku crobLueHns 3a KOKHK peaKLMK, KaTo eK3aHTeMeH o0puB. B
H3K/TIOYUTENTHO PEKHU CTyYaH ce chodLaBa 3a TOKCHYHA eNHISPMAaNHA HEKPOJIH3a, CHHAPOM Ha
Stevens-Johnson n epurema myntudopme. AkHe. C HEH3BECTHA YECTOTA: XMIIEPITHIMEHTAlIHA.

Hapywenus na memabonuzma u xpanenemo: Moxke 1a ce nojlyyn XUnepamoHneMus 0e3 ripoMeHH B
TECTOBETE, KOUTO OTpa3fBaT YepHoapodbHara pyHkuusa. UsonupaHa v yMepeHa XunepaMOHHEMHS
MOJKE Jla C€ NONYYH YeCTO, HO T OOMKHOBEHO € NPEXOAHA U He HANMara rnpeKkpaTaBaHe Ha JIEYEHHETO.
Ta obaye moxe 1a ce NpoABH KJIMHUYHO ¢ NOBPBILAHE, ATAXCHA U MPOrpecHpallo 3aciraHe Ha
Cb3HaHWETO. IpH nossaTa Ha TakMBa CHMIITOMH Ce HaJjlara npekpaTapaHe Ha Jeuyenunero ¢ KonBynekc
XpOHO. XHNEPaMOHHEMHS C HEBPOJIOTHYHH CHMITTOMH Chil0 € Bb3MOXHa (BXK. TouKa 4.4). Paako ce
cboOLIaBa 3a MOsABA HA OTOIIH.

CblUECTBYBAT peAKH CHOOLIEHUS 32 PA3BUTHE HA MAHKPEATHT, NOHAKOra ¢ (aTaneH W3Xo (Bx. TOUKa
4.4).

Hapywenus na myckyano-cxeaemnama cucmema u cveourumennama mvkan: Ma cnobeHus 3a
HAMAIABAHE HA MHUHEPAIHATA IUTBTHOCT HA KOCTHUTE, OCTEONEHHA ¥ OCTEONOPo3a NMPH NaLHEHTH Ha
NpoALDKUTENHA Tepanug ¢ KoHBynekc. MexaHU3MBT Ha Te3H €(PeKTH BbPXY KOCTHHSA META00IU3BM
HE € U3BECTEH.

Hapywenus na 6vbpeyume u nuxoynume nemuya: CHLUIECTBYBAT MHOIO PeAKH ChOOILEHHS 32
pasBuTHE Ha OOpaTMM CHHApPOM Ha Fanconi (aedekr B npokcuManHata 6u6peuna TyGynapHa ¢yHKuus

C pe3ynrar [VIIOKO3ypHs, PochaTypHs, aMHHOAUHIYPHUS H YPUKO3YPHS ), CBbP3aH ¢ TepanuaTa ¢
BA/IMPOAT, HO MEXAHU3MBT MY BCE OlLIE HE € HAMMBJIHO H35ACHEH.

Yecro e HabmogaBaHa ypuHapHa HHKOHTHTEHLIHA.

Hapyuenus na ew3npouzeooumennama cucmema u espoama: MHOro paaKo Moxe Jia ce NoJIyuu
FTHHEKOMACTHA.

Bpooenu, hamunnu u 2enemuunu napyuternus
Bpoaenu manpopmaLnMyd U HAPYUWEHHUA B Pa3BUTHETO (BX. TOUka 4.4 U Touxa 4.6).

HApyzu: ChlIeCTBYBAT peaKH CbOOIIECHHS 3a MOABA HA BACKYNWUTH. AJIEPrUdHH peakumH (0T oOpHBH 10
XHUIMEPCCH3NTHBHU PEaKLMH) ChILO ca Bb3MOXKHH. Tpalina nnu obparuma 3aryba Ha cnyxa, Kato
Bpbh3KaTa MEXIY NpUYHHATA U €(EKTA He € H3ACHEHA,

IleauaTpH4yHa NONYJAALHA

[IpoduabT Ha Ge30NacHOCT Ha BANINPOAT 3a MEAXWATPHUYHATA TIOMY/IALUs € CPABHHM C TO3H NPH
BB3PACTHHTE, HO HAKOW HEXENIaHH JIEKAPCTBECHH peakLIHU €a MO-TEXKKO W3Pa3eHH WK Ce CpeLLy
[JIABHO B NeJuaTpHuHaTa nomynauus. ColIeCTBYBa CrIELMPHYEH PHCK OT TEXKKO YBPEXAaHE { '
ApoO MpH HOBOPOJEHH ¥ NPH MANKH Aella, ocobeHo npy Aeua noa 3 roaunn. OCBEH TOBa, 33 Mam




IeLa ChUECTBYBA CNICLIMMHUYEH PUCK OT Pa3BHTHE Ha MaHKpeaTHT. Te3n pUCKOBe HAMaNABaT C
yBeJIHUaBaHe Ha Bb3pacTra (BxK. To4Ka 4.4). [IcHXHWYHM HapylIEHHUA, KaTO arpeCHBHOCT, Bb3Oyaa,
HapyLWEeHWe Ha BHHMaHHETO, aOHOPMHO NOBEJIEHHE, ICHXOMOTOPHA aKTUBHOCT M HapylileHa
CNOCODHOCT 3a yyeHe, ce HaO/IIoJaBaT MPeAUMHO B MEAHATPUYHATA [TOMY IALMA.

Crobiasane Ha NOJO3IMPAHU HEXeENaHU peaklliH

Cpo01asaHeTo Ha MOAO3HPAHH HEXKENAHHN PEAKLIHHK Clie]l pa3peluaBaHe 3a ynorpeba Ha JieKapcTBeHus
NPOAYKT € BaxkHo. ToBa no3BosBa Aa ce NPOALILKH HAONIONEHHETO HA CHOTHOLIEHHETO T10J13a/PHCK
33 JIEKAPCTBEHHA MPOAYKT. OT MEIULMHCKHUTE CNICLIMATIUCTH CE M3UCKBA a ¢ChOOILIABAT BCIAKA
NOAO3IMpaHa HEXENaHa peakuusa ypes ManmbaaurenHara areHuus no JekapeTeara, yi. ,,Jlamss

['pyes™ Ne 8, 1303 Codms, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 [IlIpeno3apane

Mma choblueHus 3a cayyaH 3a npefo3dpaHe Ha BaJIIIPOAT - CITy4aifHO WM ¢ 11e]1 CaMOyOHICTBO.
IL1azMeHH KOHLIEHTpaLWH, KOMTO HAJIBULIABAT NET 0 LIECT ITETH MAKCUMAJTHHUTE TepaneBTHYHH
CTOMHOCTH, OOMKHOBEHO C€ M3ABABAT C raJcHe, NMOBPbBILIAHE U CBETORBPTEXK, XMITOTOHHS,
xunopeguexcus, MHO3a.

[1p1 MacHBHO Mpeao3UpaHe, T.€. MIA3MEHN KOHLUEHTPALHH ReceT - ABAAECET ITbTH HAJl MAKCHMAJIHHTE
TepaneBTHYHH CTOMHOCTH, MOXE A1a C€ MONY4H CEPHO3HO NOTHCKAHE HA LIEHTPA/THATA HEPBHA CUCTEMA
U AuaHeTo. CUMNTOMHUTE MoraT J1a 6bJaT pa3NH4YHU M MOHSKOra MOTAT Aa CE MOJYYaT H TbpUOBE
MPHW TE3W BUCOKH MJIa3MEHM HHBA (BXK. TOYKa 3.2). CblUecTBYBAT ¢bOOLIEHHS 32 MO3BUYEH OTOK U
MOBHLUCHO BLTPEUYEPENHO HAMATaHe). MMa ChoOIIEHHS U 32 CMBPT B Pe3YJITaT Ha CRPLXITPEAO3HPAHE.
HanuuueTro Ha HATpHit B CbeAHHEHMATA ¢ BAINIPOAT MOXE J1a A0BEE A0 XMIIEPHATPHEMHS B CITYUYaUTE
Ha Npeao3HpaHe.

BOAHHYHOTO JIeYeHHE NPU CBPLXMNPENO3HPAHE BKITIOUBA NPUIAaraHe Ha CPeACTBA, PEAH3BUKBALLH
MOBPBLIAHE, CTOMALIIEH J1aBaX, ACHCTUPAHO JTHIIAHE W IPYrH PEaHUMaLHOHHU MEPOTIPHATHSI.

XeMonuanusa U XxeMonepdy3sus ce npuiarar ycnewnHo. M3nonsea ce ¢hllio BEHO3HO NMPUIOKEHHE Ha
HAJIOKCOH, MOHAKOra EJHOBPEMEHHO C aKTHBEH BBIJIEH OPaTHO.

5. @®APMAKOJIOTHYHH CBOMCTBA

5.1 PapMaxKoARHAMUYHH CBOHCTBA,

(OapMakoTepaneBTHYHA rpyna; AHTHenwienTH4HM cpeactea, ATC koa: NO3 A GO1.
HaTpueBMAT BAINPOAT € AHTUKOHBYJICAHT.

Hal-CUNHO U3pa3seHHAT Ha4YHH HA ACHCTBHE Ha Bajinpoara € MoTeHuHpaHe HHXHOHTOpHUS edekT Ha
rama-aMHHO MaciieHaTa kucenuHa (I'AMK) upes nelicTBue BppXy cHHTe3aTa U MeTaboONIH3Ma Ha
I"AMK.

HoOpHAT eeKT ¥ OBP30TO AEHCTBHE HA BANNpOaTa 32 IEYEHUE HA OCTPH MAHHITHH €MU30AH NPH
MAaLHCHTH ¢ MAHHHHO-AeNpeCHBHH (OHNoNapHy) pa3cTpoiicTea € A0Ka3aHO OT peauua manebo
KOHTPOJIHPAHH KIIHHWYHH npoy4yBaHHd. EQekTsT Ha Bannpoara 3a npoALIDKHTETHO ICYEHHE HA MAHWA
(nmoBeye oT 3 ceamMHNY) 6ce owye He € O0CLKAAH B KNIHHUYHH npoyusanus. EdexTusHocTTa Ha
BaJinpoara B NPO(QMIaKTHKATA HA MHIDEHATA € JOKA3aHa B peMLa ru1auebo KOHTPOIUPAHH JBOHHO
caenu npoyusaHus. [IpoasmkurenHocTTa Ha ynotpeta npu ToBa NoKaszaHHe € H3CHEABaHAa 3a NEPHON
OO TPH FOAHHM.

B Hakow in-vitro n3cnensanus ce ¢bobumasa, 4e HATPHEBHAT BANMPOAT MOXKE Aa cTuMynupa HIV
PEUTHKAUMATA, HO H3CIIEABAHHA BbPXY NEpUdEpHH KPLBHH MOHOHYKJIEAPHH KneTkH ot HIV-
HOCHTENIH MOKA3BaT, 4€ HATPUEBHAT BAINIPOAT HE NPHTEXABA MHTOreHONOA00eH edexT BhpXy
uHIyKuuaTa Ha HTIV pennukaunsra. EQextsT Ha HaTpHeBus Bannpoar Bhpxy HIV perutnkss
ex-vivo € MHOTO BapHaOwieH, Haii-Be4ye no OTHOLIEHHE HA Ka4YecTBo, BEPOATHO HE € CBBbp3al
U HE € AOKYMEHTHPaH MpH Xopa.




5.2 dapMakoKHHeTHYHH CBOHCTBA

[Lna3MeHuAT NONYKHBOT Ha HATPHEBHS BAJINPOAT ce ABHKH MexXXy 8 u 20 yaca. OOHKHOBEHO TOJ €
MNO-KPaThK y Aeua.

[Ipy nauueHTH ¢ Texka 6p0pedHa HENOCTaTLYHOCT MOXKE J1a CE OKaXKe HEOOXOJHMO Aa ce MPOMEHH
A03UPOBKATa B CbOTBETCTBUE C HUBATA HA CBODOAHHA HATPHEB BANPOAT B CEpyMa.
[IpenopbuunTenHaTa eeKTHBHA TEPANECBTHYHA MPAHHULIA HA TJIA3MEHHWTE HUBA HA HATPHEB BAJNPOAT ¢4
40-100 mg/1 (278-694 umol/l). Tezu cToliHOCTH MOraT aa 3aBHMCAT OT BPEMETO Ha B3HMaHE Ha
npobaTta U HAUIMYKETO HA KO-MeAHKaLKA. [IpoueHTET Ha cBOOOAHOTO (HECBBP3aHO) J1IEKAPCTRO €
0OHMKHOBEHO MeXAY 6% u 15% o1 0b610TO NazMeHo HUBO. BraMOXHOCTTA 3a MOABA HA CTPAHUYHH
edexTH HapacTBa MPH CTOHHOCTU Ha TU1a3MEHUTE HUBA, KOUTO HAABHLIABAT eeKTHBHATA
TepancBTHYHA rpaHMLia.

DapMakoTOrHuHHUTE (MJIM TeEpaneBTHUHM) edekTH Ha KOHBYJIEKC XpPOHO He KOpEenupar TACHO ¢
00L10TO WIIH CBOOOAHO (HECBBP3AHO) IIA3MEHO HHUBO Ha BaJINpoar.

@®opmynara Ha KoHBYNEKC XpOHO € ¢ KOHTpOJIMpaHo ocBOOOXKAABaHE Ha aKTHBHO AEMCTBALLIOTO
BELECTBO, KOETO NPH PapMaKOKHHETUYHHU U3C/IEIBAHUA € MOKa3a10 Mo-MankH QAyKTyaLuH B
MNJIa3MEHHUTE KOHLIEHTPALIMK, CPABHEHO ¢ APYTrH H3BECTHH (POPMH -KOHBEHLIHOHAITHH WIH C H3MEHEHO
O0CBOOOXKIaBaHE HA HATPHER BaAJINPOAT.

B cnyuanTe, NpH KOMTO U3MEPBAHETO HA MJIa3MEHHUTE HUBA C€ CUMTA 33 HEOOXOIUMO,
(hapMakoKnHeTHKATA Ha KOHBYNIEKC XPOHO NPaBH U3MEPBAHETO HA TUIA3MEHMTE HUBA B MTO-MaiKa
CTEMNEH 3aBUCHMO OT BPEMETO HA B3UMAHE Ha npobara.

®opMynata Ha KoHByneke xpoHo e 6HoeKBHBaIEHTHA HA APYTH BAINPOATH ¢ KOHTPOIHUPAHO
0CBOOOXK/IaBAHE OTHOCHO CPEIHHUTE 30HH NMOA KPHBATa, OTPa3FBallla IUIA3MEHHTE KOHLIEHTPALMH 110
OTHOIIICHHE Ha BpeMeTo, PapMaKOKHHETHUYHUTE AaHHH 3a steady-state nmokasear, ye MMMKOBATa
KOHUECHTPALMS (Cmax) H MUHHMaNHaTa KOHUEHTPaLHA (Crin) Ha KOHBYIEKC XPOHO ce HaMHpaT B
PaMKHMTE Ha €EeKTHBHATa TEPaneBTHYHA rPaHMLIa HA UTA3MEHHTE HUBA, KOATO € OOLIONpHETa 32
HaTpUEB BaINpoar.

[1py neua Haa 10 roguinHa BB3PacT M MPH IOHOLUK KIMPBHCHT HAa BANMNPOAT € noaocbeH Ha TO3H,
yCTaHOBEH NpH BB3pacTHU. Ilpu neauarpuunure nauueHTH nox 10 rodMHH CUCTEMHHAT KIHPBLHC Ha
BaJIripoaT Bapupa ¢ Bp3pacTra. [Ipn HoBoponeHuTe u 6eberara 1o 2 mecela KIMPBHCHT HA BAJIPOAT €
MOHHXKEH B CPABHEHHE C TO3H MNPH BL3PAaCTHH M € HAH-HUCHK HEMOCPEACTBEHO ClIe] paxXAaHeTO. B
0030p OT HAYuHATA THTEPaTypa ¢ MyOANKyBaHO, Ye MNa3MEHHAT NONYXKHMBOT Ha Bannpoar npu 6eGeta
noa 2 Meceua NnoKaspa 3HauMTe/THa BapHabuiHocT Ha ctoifHoctuTe oT | 10 67 uaca. [Ipu neua Ha
BB3pacT OT 2 A0 10 roAvHy KNUPBLHCHT HA Bannpoar € ¢ 50% no-BHCOK OT TO3H NPH BBL3PACTHH.

53 IlIpeax.i1mHAYHHE AaHHH 33 Oe3o0macHOCT

B npoyuysaHus 3a TOKCHYHOCT NMPH MHOTOKPaTHO NpHiarale ca ceo0WEeHH TeCTHKYIapHa
RETeHepaLya/aTpodHs KK HAPYLWIEHHS B CIIEPMATOrEHE3aTa ¥ HAMATIABAHE HA TErJIOTO HA TECTUCHTE
MpH Bb3PacTHH TUTbXOBE H Ky4eTa CNeA EPOPATHO MPHIOKEHHE B 103U choTBeTHO | 250 mg/kg/nex
U 150 mg/kg/nen.

I1pH FOBEHHTHH MIBXOBE HAMANABAHE HA TEMJIOTO HA TECTHCHTE € Hab/ioAaBaHO caMo MNPH AO3H,
HaBULIABALIK MAKCHUMaJiHaTa NMoHoCHMa f03a (o1 240 mg/kg/neH npu MHTpanepUTOHEATHO WK
MHTPaBEHO3HO MpHIOKEHHE), 63 CBBP3aHH XUCTONATONOrHUHM npoMeHu. He ca HaGmogasany
e(peKTH BbPXY MBIKKHTE PerpOAYKTHMBHH OpPraHu NpH NoHocumH 034 (10 90 mg/kg/nen). Bu3 ocHoBa
Ha Te3W JAHHU IOBEHWIHUTE )XMBOTHHU HE CE CUMTAT 3a MO-NOAATIMBY N0 OTHOLUEHHE HA HAXO/JIKH B
TCCTHCHTE, B CPABHEHHE C Bb3pacTHUTE. JHAYEHUETO HA HAXOAKHMTE B TECTUCHTE 3a NEAMATPUYHATA
NOMyJIaLKHA HE € H3BECTHO.

B npoyuBate 3a GepTHIHTETA NPH IUTbXOBE, BAMMPOAT B A03H A0 350 mg/kg/THEBHO He NMOBIUABA
penponyKTHBHATa QYHKLMSA NPH MBXKHTE HHAMBHANU. Bnpexu ToBa uHdepTHINTET MpU MBXKeE €
HAEHTHQHLUMPAH KaTO HEXeJlaHa peakLua MpH Xopara (BK. TO4kH 4.6. 1 4.8).

He ca u3BecTHH ApYry npeJKIMHHYHY JaHHH, KOUTO 4 A3BAT HA M3MHCBALLMTE JIEKAPCTBOTO
JOITHIHHTEIHA HHQOPMALWs, OCBEH Ta3H, KOATO € BKIIIOUEHA B APYTUTE Pas/eNiit Ha Kparkara
XapakTepucTka Ha npoaykra (SPC).




6. GOAPMAINIEBTHYHH JAHHHA
6.1 CnHchbK HA BIOMON{HHTE BelllecTBA

Anpo Ha Tabrerkara:

MoHoxuapaT Ha IMAMOHEHA KUCE/THHA

Etunuenynosa

KononuMep Ha amoHueB Metakpwiat (THN B) (chabpxkaly copOUTHA KMCENHHA)
[IpeyncTeH Tank

KonouaeH CUNTULIHEB AUOKCH

Marnesues cTeapar.

OuiMOBO NOKPHUTUE:

KononuMep Ha aMmondes MeTakpunar (Tun A & B) (cvabpkaiil COpOMTHA KHCENTHHA)
[IpeuncreH Tank

Kapmenosa HaTpHeBa coul

TuranoB auokcun (E 171)

Tpuernn uutpar

BaHunuH

6.2 HecLBMEeCTRMOCTH
Henpunoxxumo
6.3 Cpok Ha roasocy

5 rOAUHH
6.4 CoensanHn yc10BHS HA ChbXPRHEHHE

Hsama cneusianHy H3MCKBaHUs 3a TeMneparypara Ha cbxpaHeHnue. OnakoBKaTa Aa ce ChXpaHaBa
[UTLTHO 3aTBOPEHA.
Pa3zuynenure TabneTku Aa ce ChbXpaHABAT B LIHILETO.

6.5 BnanchbabpKaaHe HA ONAKOBKATA

a) CTeKNeHo tmuuie ¢ kexnubapeH upat (xuapoautuuHo ycroiiuus Tin 111, PhEur) u HDPE 641 kanak
Ha BUHT, 3al{MTEH cpely cayyvaitHo oteapsHe U HDPE 6sana orkbeBaiia ce nexra, noctaBeHo B
KapToHeHa KyTu4.

HITH

6) HDPE mynunapuyso muie 3a tabnetkd ¢ LDPE kanak Ha BUHT, 3aTBapslll ce ¢ NPHILIPaKBaHe U
3alliiTeH cpelly cinyvaino oreapaHe, LDPE oTkbeBalla ce 1eHTa M YIUTETHHUTENEH MPbCTEH,
MOCTABEHO B KAPTOHEHA KYTHA.

WK

¢) PE unwnmnapuyex ¢pnaxkox ¢ HDPE 64no kanave, 3aiiuteHo cpeuly ciydaiino orsapaue u LDPE
Osn1a OTKBCBALA ce NieHTa ¢/0e3 abcopbeHT, MoCTaBeHO B KAPTOHEHA KYTHA.

OnakoBKHU:
Konsynekc xpoHo 300 mg: 50 u 100 TabaeTkH.
Kongsynekc xpono 500 mg: 30, 50 u 100 Tabnerxm

He BcHukM BHAOBE ONaKkOBKH MOTAT Ja 6bAAT mycHaTH B npoaaxoa.

7. IIPHTEXATEJI HA PAZPEINEHHUETO 3A YIIOTPEBA

G. L. Phrama GmbH, Schlossplatz 1, 8502 Lannach, ABctpus




8. HOMEP(A) HA PAZPEIIIEHHUETO 3A YIIOTPEBA

Konsyneke xpoHo 300 mg
20030189
KonBynekc xpoHo 500 mg
20030190

9. JATA HA II'BbPBO PASPEHIABAHETIOAHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Hara Ha mbpBo paspeiuasaHe: 17 mapt 2003 1.
Jara Ha nocneaHo noaHosaraHe: 14 Mapr 2008 r.

1. IJATA HA AKTYAJIMBUPAHE HA TEKCTA

1072025




