KPATKA XAPAKTEPUCTHUKA HA ITPOJYKTA

V 1034 JIeKapCTBEH NMPOAYKT MOUISKH Ha JONMBIHHTEIHO HabmoaeHue. ToBa 1i1e no3Boim OBP30TO
YCTaHOBsIBaHe Ha HOBA HH(OPMALIM OTHOCHO Oe30ornacHocTTa. OT MEIMIIMHCKUTE CIELHATHCTH e
W3UCKBA J1a CHOOIIABAT BCSAKA 110/103MpaHa He)KelaHa peakiivs. 3a HauMHA Ha ChoOLIaBaHe HA
HEJKe/TaHU peakLMH BHKTe Touka 4.8.

1. UME HA JIEKAPCTBEHHUS IMTPOJAYKT

Jlenakun 400 mg npax u pasTBOPUTEIT 38 HHKEKLIMOHEH PA3TBOP 9 6 0050 e
Depakine 400 mg powder and solvent for solution for injection

69270-, 1603 105
2. KAYECTBEH U KOJIMMECTBEH CBCTAB

Beeku drakon ¢ npax ebabprka 400 mg Harpuer Bannpoat (sodium valproate). Crien npurorssite,
BCcekH | ml ot pasrBopa chabpixa 100 mg Hatpues Bannpoar.

[lomolHO BelecTBo ¢ M3BECTHO AEHCTBHE:
Hatpwuii 55 mg.

3a MbJIHUSA CIMHUCHK HA MOMOILHHTE BEIIECTBA BHKTE TOYKa 6.1

8.1 JJEKAPCTBEHA ®OPMA
| Ipax u pasTBOpHTEsl 32 HHKEKLIHOHEH Pa3TBOP MM HH(Y3HOHEH pa3TBop.
[Ipax: nouru Gsi1 npax.

Paszreopuren: OuctThbp, Oe3lBeteH pasrsop.

4. KJUMHWYHH JAHHH

4.1 TepaneBTHUYHH NOKA3aAHHA

Enunaencus

e  IlbpBHYHO reHEepaT3NpaHH eMUICTICHH W IPHIAABIH

e [ HUNOBE NPUCTBIU:
adcaHcH (petit mal), reHepaau3upanu ToHHYHO-KIOHHYHH (grand mal). TOHHYHU H ATOHHYHAK
[PUITATbIH, MHOKIIOHHYHH MPUCTBITH, MHPAHTHIHKN CIIA3MH.

e leHepanusupanu enuaencHu U enMICITHYHH CHHAPOMH:
adCaHCHA CITHIICTICHA, IOBEHHTHA MHOKJIOHHYHA €MUICNCHS (CHHAPOM Ha Janz). eruiencus ¢
FCHEPAIN3HPAHH TOHHYHO-KIIOHHYHH MPHIAIBLUK NPH CbOVIKIaHe, (DOTOCCH3IUTHBHH CMHIIENICHH.

e  CuHapom Ha Lennox- Gastaut

e  DokanHu (MapuMaIHK) EMHICTICHH U MPHCTBITH ¢ WK €3 BTOPHYHA reHepaIu3alms

llpu ennaentuyen crarye
*  MuTpaBeHO3HO NpHIOKEHHE NPH BH3PACTHH KATO CPE/CTBO HA TPETH H300p 3a reHepaIH3HpaHy
ROHBYJICHBHH CTaTyCH (rpaH/1 MaJl CTaTycC), akO HE HACTBITH MPEYCTAHOBSIBAHE
AKTHBHOCT, CJIC/1 HAYaTHO JICYEHHE ¢ OCH30AHa3eNMUHH TUTHOC (eHUTOUH (U1
H300p) M 1oc¢sie/1Ballo jeuenue ¢ penodapdburas (Jieuenue Ha BTOPH H30¢
* Karo cpenctBo Ha nbpBH H300p MPH reHepaaH3npaHi HEKOHBYICHBHH
(MTH MaJl CTaTyC), KaTo aaTepHATHBHA BB3MOKHOCT Ha OEH30/1HA3ENHH




*  Karo cpencteo Ha BTopu H360p NPH KOHBYJICHBHH U HEKOHBYJICHBHH NPOCTH U KOMILTEKCHH
(hOKaTHH MPHUCTBIH, AKO HE HACTBITH NIPEYCTAHOBABAHE HA rbpPYOBaTa AKTUBHOCT, CJIe] HAaYaaHO
JIeYeHHE ¢ OCH304Ha3eNHHM (CPEACTBO Ha THPBH H300D).

*  Iipu manku neua nekapcTBeHHTE MPOXYKTH Ca CPEACTBO Ha [IBPBU H300P MO H3KIKOUYEHHE.
JlenakuH ce U3M0N3BaT ¢ 0COOEHO BHUMAHME IPH aHAJIU3 PUCK/TION3A, 34 [IpENOPBYBAHE KATO
MOHOTEparIHs.

4.2 /103HpPOBKA H HAYMH HA NPHIOKEHHE

B cnyyait Ha eAHOKpaTHO NpeMMHAaBaHe KbM UIDKEKIIMOHHA @opma (Hanp. npH npeacrosua
XHpypruYiHa HHTEPBEHUNA): MEXKAY 4 ¥ 6 uaca clieq NOCNEHATA NepopaHa 1033, HHTPABEHOZHOTO
NPUJIOXKEHHE HAa HATPHUEB BaNNpoat B 0,9% pa3TBop Ha HATPUER XJIOPHI, CE MPIIAra;
- KaTo MpOAB/DKUTENHA HHQY3Ud 32 24 yaca, WM pasnpeeneHo Ha 4 HHY3HH, NpOAbIKABALIH

Mo 1 4ac Ha NieH, KaTo ce 3anasd npeaMIUHATa A03MPOBKa (06H4Yaiina cpeaHa nosa 20 a0

30 mg/kg/nHeBHo.
[pu cuTyanus, n3dckBaila 6bp30 AOCTUIAHE M NMOJTBLPKAHE HA eEeKTHBHA MTa3MeHa KOHLIEHTpALIMA:
0aBHa MHTPABEHO3HA HHXKEKUMS OKONO 5 MUHYTH, HA 15 mg/kg 6onyc; nociaensaHo ot
NPOALIDKMTENHA HHY3US Che CkOpocT oT 1 mg/kg/uac, KOATO ce KOpUrhpa, 3a a Ce JOCTUIHE HUBO
Ha BaINpoat B KpbBTa 0k0/10 75 mg/l. CkopocTTa Ha HHpY3HATA ce KOPHIHpa CrIopeN KIHHHYHHUS
OTTOBOP.

HutpaseHoseH [lenakun ce npunara upe3 6aBHa HHTPABEHO3HA MHAKEKLHA HIH 4pe3 HHpY3HA KaTo ce
H3NOJ13Ba CAMOCTOATEIHA JIMHHUA B C/Ty4aH, Ye Ce BAMBAT M APYTH JIEKapCTRa.

Ipu npemunaganeTo kbM TabnetHa dpopma, MHbY3MATA Ce CIHpa, KaTo ce OCUrypsABa He3abagHa
KOMNEHCALMA Ha CIMMHHHpaHKTE KosinyecTra. [1ocTHra ce ¢ npeauiuHaTa JO3UPOBKA WM Cliesl
HEHHOTO KOpPUTHUpaHe.

[Ipunara ce camo uHTpaseno3Ho. He ce HHXKEKTHpa HHTPAMYCKYJTHO.

BikTe TouKa 6.6 32 MHHCTPYKUMHM OTHOCHO pa3TBAPSHETO Ha WHXXEKLUHOHHUA/MH(DY3UOHHUS Pa3TBOP.

CneuudanHu momyJaanuy

Heya

Enunencus

OT nepopanHuTe NekapcTBeHn HOPMHU, ClICAHHTE JIEKapCTBEHH (GOPMH ca NMO-NMOAXOAALIH 32
TpyUarave npu cua Ha Bu3pact noa 11 roauHu (cvpor, nepopalie pasTBop M rpaHyiu).

[lpu mauuenTu ¢ 6BOpeUHa HEAOCTATBYHOCT

[Tpy naunentH ¢ 6x0peuHa HEAOCTATHYHOCT MOKE 1A C& HATOKH HAMANABAHEe HA 203aTa WK
YBC/IMHABaHE HA 103aTa NPH NAaUMEHTH Ha XeMonmanu3a. Hatpues Bannpoar ce otaens npu ananusa

(BXK. Touka 4.9). Jlosuposkara Tpa0Ba 1a ce npoMeHs CNOpeA KINHHYHOTO NPOCieasBaHe Ha
MmaliHeHTa (BXK. To4Yka 4.4).

Zlena oT MEeHCKH 1101 M )KEHH ¢ AeTEPO/IeH HOTEHIIHA
Jledenuero ¢ Jlenakun 400 mg npax W pa3TBOPHTEN 32 HHXKEKLUHOHEH pa3TBOpP TPAOBa 4a ce 3amnotHe
H Ha0Ml0AaBa OT CIIELUHMANHCT ¢ ONUT B JICUCHHETO Ha EMUTENCUs. Banmnpoart He Tpabsa na ce uznonspa
HpH ficta OT XCHCKH ITOJI M JKEHW ¢ AeTePOJEH NOTEHLHAN, OCBEH KOTaTo APYTHTE JeUEHHUS ca
HECOEKTUBHH HITH HE CE MOHacaT 1o0pe (Bk. Touku 4.4 u 4.6).

[Tonsara v pUCKBT TPAGBA BHUMATENHO 1A ce OLUEHABAT NPH PYTHHHUTE Mperjieay Ha . Boue
Bannpoar ce npeanucea ¥ OTNycka B ChOTBETCTBHE C [Iporpamara 3a npeanassa @ﬂé
npy ynotpeba Ha Bampoar (8. Touku 4.3 u 4.4). RN

AYiF AN

ZE H I AG

3a npeanovMTaHe e BANINPOAT Aa ce peANHCBA KaTO MOHOTEPANNA ¢ HAM-HHUCK{ ade(pCRIME
aKO € Bb3MOXKHO KaTO JIEKapCTBEHA OPMa ¢ YABIKEHO OCBODOMXK 1asaHe, 3a 1a e Bpe? ¥y ng s

L
"

e A
L]

L3

o
e T
L




BHCOKH [MUKOBH MJIa3MCHH KOHLIEHTpauuy, /IHeBHatTa f03a TpabBa 1a 6bae pazgeneHa Hall-Malko Ha
ABE CAHHHYHH JO3M (BXK. TOUKa 4.6).

Mtxe
[penopbusa ce neuenuero ¢ Jenakun 400 mg npax v pa3TBOPHUTEN 33 HHKEKLIHOHEH pa3TBOp Aa ce
3aMOYHE H KOHTPOIHPA OT CHELHAJIUCT C OIMHUT B JIEYEHHETO Ha enmwiencus (Bx. ToukH 4.4 u 4.6).

Cnien ocBobox1aBaHETO Ha AKTMBHOTO BELIECTBO, B X042 Ha MPOLIECA Ha 326aBEHO 0CBOBOKIABAHE H
B CJICACTBHE OT NPUPOIATE HA NOMOLIHHTE BELICCTBA B ChCTABA MY, HHEDPTHHAT MATPHKC HeE Ce
abcopOupa OT XpaHOCMMJTATENHUS TPAKT, 4 Ce eTMMUHMPA C U3NPAKHEHHATA.

Hauyun Ha npunoxeHue
Aenakut 400 mg npax v pa3TBOPUTEN 3a HHKEKLIMOHEH Pa3TBOP € CaMo 3a eTHOKpaTHa yrnoTpeda.

Hemaknd 400 mg npax 4 pa3TBOpPHTE 32 HHKEKLUHOHEH PA3TBOP MOKE [1a C€ NPHIOKH Upe3
AMPEKTHA, OaBHa HHTPABEHO3Ha HHXKEKLIMA WIH Ype3 HH(Y3Hs, KaTo ce H3N0I3Ba OTae/HAa
HHTPABEHO3HA IHHHA, KOTATO APYrH JIEKAPCTBEHH NPOAYKTH CBILIO Ce MPHIIAraT ype3 WHdy3uA.

33 MHCTPYKLIMH OTHOCHO NMPHUTOTBAHETO M PA3PEKAAHETO HA JIEKAPCTBEHUS MPOOYKT Npeau
MPHIIOXKEHWE, BUXKTE TOUKa 6.6.

4.3 IlpormsomoxkazaHus

Jenakun 400 mg npax v pasTBOpPHTEN 3a HHKEKIHOHEH Pa3sTBOP € MPOTHBOMOKA3aH MPH CAEIHUTE
CUTYaLIMH:

- CBPbXYYBCTBHUTETHOCT KbM HATPHER BANIIIPOAT HIH KbM HAKOE OT [TOMOLIHHTE BELIECTBA,
H30pOeHM B TOUKa 6.].

- OcCTBp XENnaTUT MM XPOHUYEH XEMATHT.

- JlvuHa unr gaMuiIHA aHAMHE3A 32 TEKBK XENATHT, OCOBEHO CBBP3aH C JIEKapCTRa.

- HepHoapoOha nopdupus.

- Banmpoar e npoTHBONoKasaH NpH NaiMeHTH ¢ MUTOXOHAPHATHH HapyLUEeHHA, IPHYHHEHH OT
MYTALMH B AAPDCHHA I'€H, KOAHPALL MUTOXOHAPHATHHUA €H3UM nonumepasa y (POLG), nanp.
cuHApoM Ha Alpers-Huttenlocher, kakto v npu aena noa ABeroaxuIHa BB3pPAacT, 3a KOUTO ce
CMATA, Y€ UMaT HapylueHHe, cabp3aHo ¢ POLG rena (Bx. Touka 4.4)

- TlauueHTH ¢ H3BECTHM HapyLIEHHUA B YpeHHHUS LUHKBT (BHX TOYKA 4.4),

- TanueHTd ¢ HEKOPHUTHPaH CUCTEMEH IThbPBHYEH KADHHTHHOR AePHUHT (BX, Touka 4.4
[NaLiMeHTH ¢ pUCK OT XHNOKAPHUTHHEMHES ).

JledeHue Ha enuiencuys

*  TI0 BpeMe Ha DPEMEHHOCT, OCBEH KOraTo HIMAa NOAXOMAIIO ANTEPHATHBHO JTeUeHHE (BXK. TOUKH
4.4 u 4.6).

*  [PWOIKEHH C IETEPOACH NOTEHUHA, OCBEH KOraTO €a H3MBJHEHH ycioBuaTa Ha [lporpamara 3a
[peana3BaHe 0T OpeMEHHOCT (BX. Touka 4.4 u 4.6).

4.4 CoenuaJHu npeaynpexaeHus n npeanaHu MEPKH NpH ynorpebda

Momuuera/lesoiikn/XKenn ¢ gerepoaen norenunan/Bpemennocr: i
‘ Jenakun 400 mg npax v pasTBOpUTEN 32 HHKEKLIMOHEH pasTBOp He TpsdBa fa ce U3MOA3Ba NpH ‘
| MOMHYCTa, IEBOHKH, NMPH XKEHH C JETEPOJEH NOTEHLMAN WM OPEMEHHH 3KEHH, OCBEH B cny4at,

KOraTo alTepHaTHBHHTE JICYEHHA ca Hee(PEKTHBHH WM HE CE MOHACAT NMOpaty BUCOK TeparsF
‘ NOTEHLIHAN H MOBHINEH PHCK OT CEPHO3HH HApPYILIEHUA B pa3BUTHETO Ha Gebeta W30y -r/
- BbTpEYTpOOHO Ha Bannpoar. [lonzara v puckbT TpAGBA BHUMATENHO 12 ce oueHsT i adbx

PYTHHHH NPETIEAH, Npe3 MydepTeTa U CNEUIHO KOTATO KeHa ¢ AeTepoIcH NOTeHIWAR
| denaxkun 400 mg npax 4 pa3TBOPHUTEN 3a MHKEKLIHOHEH Pa3TBOp fUIaHKMpa Opeme
‘ npeacTod OpeMeHHOCT.




7KeHH ¢ eTeponeH NoTeHHan TpA6Ba 1a W3Mo/3Bart epeKTHRHA KOHTpaLEnIHA o BpeMe Ha
eyeHHe U Aa ObaT HHOOPMHpaHH 33 PUCKOBETE CBbLP3aHH ¢ ynoTpebarta Ha Jlenakun 400 mg
! Mpax W pa3sTBOPHTEN 32 HHKEKLIMOHEH pa3TBOp No BpeMe Ha OpemeHHOCT (BK. Touka 4.6).

JlekapsaT TpaOBa na rapaHTHpa, Y€ Ha NaUMEHTKATa € IPEeAOCTABEHA ThJIHA HHGopMaLus 3a
‘ PHCKOBETE, KAKTO U ChOTBETHH MaTepHAIIM, KaTo OpoLIypa 3a MalMeHTa, 33 Ja MOAIOMOrHe

pazbupaHeTo H OTHOCHO PHCKOBETE.

MenHUHHCKHAT crienuanucT Tpabpa na e ybe/eH, ye nauueHTKaTa pazéupa:

| » ECTeCTBOTO U TEXECTTa Ha PHCKOBETE [PH EKCITO3HIIHA N0 BpeMe Ha OPeMEHHOCT, 1o-

| CNELHATHO 32 TEPATOr€HHH PUCKOBE U HAPYIUEHHS B PA3BUTHETO.
. HeobxoaMMocTTa OT edieKTHBHA KOHTpALIENLHA.
. HeobxoaumocTTa 0T penosed nperaeq ¥ oltleHKa Ha TE4EHUETO.

| HeobxoanMocTT2 OT criewtHa KOHCYITalus, ako ITaHHpa GPeMEHHOCT UM € Bb3MOXKHA
OpeMeHHOCT.

| llporpama 3a npeanassane o1 GpeMeHHOCT

BannpoaT HMa BUCOK TepaToreHeH MOTEHLMA U EaTa, ¢ eKCIO3MLIUS i ulero Ha BAJINIPOAT €A C
BUCOK PHUCK OT BPOAEHH MaT(POPMALIHM M HAPYIIEHUA B PA3BUTHETO HA HEPBHATA CHCTEMA (BXK.

| Touka 4.6).
Henaxkud 400 mg npax v pa3TBOpUTEN 32 UHKEKLIHOHEH pa3TBOp € MPOTHBOIIOKA3AH IIPH CJIEAHHTE
CHUTYALIUH:

‘ JleyeHue Ha enuIencus

. MO BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMAa MOAXOASLLO anTEPHATUBHO NeycHHe (BK.
TOYKM 4.3 U 4.6).
‘ . [IpH KCHH C NETEPOACH MOTEHUMAI, OCBEH KOTATO Ca M3MbJIHEHH yCIOBUATA Ha [Iporpamara

3a NMpeanasBaHe oT OpeMeHHOCT (Bx. ToukH 4.3 1 4.6).

' Venosus Ha [Iporpamara 3a npeanassaHe ot 6peMeHHOCT
‘ [IpeanucBaiuuaT nexap TpsOBa ga rapaHTHpa, ye
. HHAMBHIY ATHUTE ODCTOATENCTRA TPAOBA 1a ObIAT OLIEHSBAHH BbB BCCKH OTIC/ICH Cilyuaii,
| KaTO HalHEHTKaTa ObAe BKNIOUEH B AUCKYCHATA, 3a []a C€ rapaHTHpa aHraXKHUPAHOCTTa i, /12
‘ ce OOCBAAT TePANEeBTUHHHTE Bb3MOXHOCTH H /1A CE FapaHTHPa HeHHOTO pa30upaHe Ha
PHCKOBETE H HEOOXOMMHMTE MEPKH 32 CBEKAAHE HA PUCKOBETE 10 MHHHMYM;

. MOTCHLHAIBT 32 HACTBNBAHE HA OPEMEHHOCT € OLICHEH MPKW BCHUKH MAUMEHTKH OT KeHCKH
‘ o,
. NanMenTKaTa e pasdpana 1 Npyena pUCKOBeTe OT BPOZEHH MATGOPMALIUY M HAPYLIEHHS B

Pa3sBUTHETO Ha HEPBHATA CUCTEMA, BIIIOUHTE/IHO CTENEHTA HA Te3U PUCKOBE 3a JieLara, ¢
‘ CKCMO3HLIMA I ulero Ha BaIpoAar;

. NaUMEHTKATA pa3dHpa HEOOXOAMMOCTTA OT [POBEXK/IAHE HA TECT 3a OPEMEHHOCT npemau
3aNOYBAHE HA JIEYEHHETO M N0 BPEME HA JICHUECHHUETO, KAKTO € HEOOX0AUMO:
‘ . MALHMEHTKATa € KOHCYNTHPaHa Mo OTHOUIEHHUE Ha KOHTPALIETILUHMATA U € B ChbCTOAHME /14 Ce

NOAPOOHOCTH, MOMA BUKTE OATOYKA ,.KOHTPALIENUMA" Ha TOBA MPEeayIPeKACHHE B KapeTo),
‘ 0e3 npekbCBaHe M0 BpeMe Ha LeJIis NEPUO HA NEYEHHE C BAJINPOAT:
. nauMeHTKara pasdupa HeoOXOAUMOCTTA OT PEAOBEH (IIOHE BEAHBK FOJIULLHO) Mpernes Ha
JIEHEHUETO OT CHICUHAITHCT C OMHT B JIEYUEHHETO HA CMIIENCHSA, GUNOIAPHO Pa3cTPOHCTRO;
| o NAaUMEHTKATa pa3dHpa HEOOXOMMOCTTa Ja ce KOHCYJITHPA CBC CBOA JIEKap BeIHATA LLOM
M1IaHHPa OPEMEHHOCT, 32 [a C€ OCHI'YPH CBOEBPEMEHHO 0OCKK/IaHEe H PeMHUHABAHE KbM
‘ AITEPHATHBHH BB3MOKHOCTH 3a JICUCHHE (IPEIH 3a4€BAHETO H MPEe/H /a ce MpekpaTh

_ KOHTpaLENnuHATA; _
. NalUEHTKaTa pa3drpa HeoOXOAMMOCTTA OT CHEUTHA KOHCYITAUHA ChC CBOS JieKap BRIy
‘ OpEMEHHOCT; é‘:}* n e
. NAUHEHTKaTa € NoNYyUHIa PLKOBOACTBO 3a MalHeHTa; S/

. MALHCHTKATA NOTBLP:K/ABA, Ye ¢ pa3dpasia ONACHOCTHTE U HEOBXORUMHTE NP Lﬁ E _

‘ CBBP3aHH ¢ ynorpedara Ha Bannpoart (I"oauieH hopmynsp 3a HOTBLp}KﬂeHuq OShL3INABANE
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CbOOpa3H ¢ HeOBXOAUMOCTTa OT H3MOJI3BaHe HA e(PeKTHBHA KOHTPALENIKS (32 JOTBAHUTETHH ‘
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|
Te3n ycnoBus ce OTHACAT M 3a XKEHHU, KOHTO MOHACTOALUEM HE Ca CEKCYA/THO aKTHBHH, OCBEH KOraTo
NPEANHCBALUKAT JCKap CMATA, Y€ ChIUCCTBYBAT YOSAUTE/IHM NPHYNHU Ja C€ NOCOYM, Y€ HAMA PHCK
OT HACTBIIBAHE HA OPEMEHHOCT. ‘

| Jeua ot )keHCKHU o

. [IpennucsawuTe ekapu TpAOBa Ja ca CHIYPHHM, Y€ POAMTEIHTE/MOaraliiTe I'PHIXKM 3a Aena
OT KEHCKH 110J1 pa3dupaTt HeoOXOAMMOCTTA /1a Ce CBBPXAT CbC CHELIMATIMCT BeqHara ciel
KATO JETETO OT KEHCKH M0, KOETO NPHEMA BAJITIPOAT, MoJjlyyd MEHapXxe.

| o IIpeanuceawmmsaT gekap Tpsa6sa 4a rapaHTHpa, Y€ poaUTeNuTe/MoTaraluTe TPYKH 33 fIela OT |
KCHCKH I10J1, KOUTO Ca NOTyYHIH MeHapxe, ca MoJy4nnH NoApoOHa HHPopMaLus 3a
PHCKOBETE OT BPOJACHH MaJIpOPMALIUK H H30CTABAHE B Pa3BUTHETO HA HEPBHATA CHCTEMA,
BKJTIOYHTETHO CTENIEHTA HA T€3H PHCKOBE 32 A€LAaTa ¢ €KCIO3ULMA i1 ulero Ha BaJIMpOAT. ‘

. IIpy nauMeHTKHU, KOHTO ca MOLYYHIH MEHAPXeE, PEANTUCBALIHAT neKap TpsAOBa a NpeoLeHsIBa
€KECOXHO HYKAATA OT TEpAanHs ¢ BAJINPOAT H 1a OOMHCIIH ANTEPHATUBHU BE3MOKHOCTH 3a |
JISYEHHE. AKO BANTPOAT € €AMHCTBEHOTO NOAXOASLLIO JIeYeHHe, TPIOBa Aa ce 06chLau
He0OXOAMMOCTTA OT H3MOJ3BaHE HA e)eKTHBHA KOHTPALCHLINA H BCHUKH APYTH YCIIOBHUA Ha
[porpamara 3a npeanassane oT GpeMeHHOCT. CrieLHATMCTLT TPAGBA 1A MONOXKH BCHUKY
YCHIIMSA NETETO OT JKEHCKH MO Ja NPEeMHHE Ha ANTEPHATHBHO JIeYeHHe, NPE/IY Oa €
HaBbLPLUKJIO TBJIHOJIETHE.

TecT 3a GpeMeHHOCT

[Ipenu HauanoTo Ha neveHueTo ¢ Bannpoar TpAGBa 13 Ce H3KIOUH OpemenHocT. He TpsadBa ga ce
| 3a10UBa JICUCHHE C BANNPOAT NMPH KEHH C AeTePO/IeH NOTeHUUa 6e3 OTpHUATENEH Pe3yNTaT OT
TECT 3a OPEMEHHOCT (KPBBEH TECT 32 OPeMEHHOCT), NOTBBPAEH OT JIEKap, 3a 1a ¢€ U3KIHUH
He)kejlaHaTa ynorpeba no speMe Ha OpeMEHHOCT.

KoHtpauernius

JKeHHTe ¢ NeTepo/IeH NOTEHLMAI, Ha KOMTO € MpearnucaH BAINpoaT, TpaOBa na H3non3par

e(eKTHBHA KOHTpallenums 6e3 npeKbCBaHe Npes3 Lens NEPUo. Ha JIeUeHHE ¢ Bannpoar. Ha tezn |
NaUHEHTKH TPAOBa ia 6bae MpeJ0oCTaBeHA H3YEPNATEIHA HHPOPMALUS OTHOCHO Mpeana3BaHeTo OT ‘
OpeMeHHOCT W TpAOBa na ObJAT HACOUEHH 32 CHBET OTHOCHO KOHTpalemus, ako He H3I10I3BAaT
e(peKTHBHA KOHTpauenius. Tpa6pa aAa ce M3MON3Ba HAM-MAJIKO eaHH e(peKTHBEH MeTO 3a
KOHTpauenus (3a npeinoYHTAHE HE3ABUCHMA OT NOTpeGuTens hopma, KaTo HanpuMep
BbTPEMATOYHA CTUpana MW UMILIAHTAT), WIH JBe ACNB/ABALIH ce GOPMH Ha KOHTpALIENLHA,
BKJIIOUMTEHO OapHepeH MeTod. UnauBuayanauTe obcToaTencTaa Tp:AOBA 1a ce OLIeHSBaAT MpH ‘
| Bceku oTaenen cyyaii, korarto ce H30Hpa METO/1 Ha KOHTpALIeNLHS, KATO TALIMEHTKATa TpRGBa f1a

C€ BKJIOYH B OOCHKIAHETO, 34 1a Ce rapaHTHpa HefiHATA aHTAKMPAHOCT M CNA3BAHETO HA

n3bpanute mepku. Jaxe 1a nMa amenopes, T4 TpsAGBa Ja ClIa3Ba BCMYKH ChEETH 34 e(heKTHBHA |
KOHTpAHCIILIMA. ‘

CpeacTBa ChABPKALIH ECTPOreH

EnHoBpemeHHaTa ynotpe6a Ha cpecTBa ChabpKallH €CTPOr¢H, BRIMHOYHUTENHO ChAbPXKaLIUH

| €CTPOreH XOPMOHAIHH KOHTPAUeNITHBH, OU MOIJa Aa HAMATH e(hUKACHOCTTA Ha BAIIPOAT (BK. ‘
Touka 4.3). Ipeanvceamure nedenune TpaGBa oa nNpocieaaBaT KIHHAYHUS OTrosoOp {KOHTPOJ Ha
MPUNATELUMTE H KOHTPOT HA HACTPOEHHMETO), KOraTo 3amoyBaT WK MPEeKbCBaT MPHEMa Ha ‘
NpONYKTH, CbABLPKALLK €CTPOTEH.

Ot apyra cTpaHa BaJIIPOAT He HAMANABA ePUKACHOCTTA HA XOPMOHANHHTE KOHTPALIENITHBH ‘

[ opHlileH npernes Ha TeYEHHETO OT MEAUILIHHCKH CELHATUCT
| CrieLHaHCTLT TPSOBA MOHE BEAHEK FOAMLIHO A3 NpeueHasa Naiy BAIMPOAT € HaH NMOAXOAALIOTO

jieueHHe 3a nauneHTa. Creunanuctst Tpadsa na o6cbau [oauuiHna GopMysap 3a NoTEMEH Ak %0 !
| OCH3HABAHETO HA PHCKA MPH 3aTI0YBAHE HA JIEYCHHETO H ITPH BCEKM FOAHIICH Npervie; Ws@ '|
rapaHTHpa, Y€ MaLHCHTHT € paszbpan ChbABbPKAHUETO MY. 5‘3‘ W %
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3a OKA3aHMETO ENMHIENCHS, aKO XKEHATa NIaHKpa Aa 3abpemetee, TepanuATa ¢ Balnpoar TpAdBa 1a
€€ NPCOLICHN OT CIIELIUAITHCT ¢ OTNHT B JIEYCHHETO Ha CMHIIENCHA M 1a ce OOMUCIIAT AITePHATUBHY
BB3MOXKHOCTH 3a jieueHHe. TpadBa xa ce Monokat BCHUYKH YCHIIHS, 34 [a ce [IPEMHHE Ha ‘
NMOAXOAAIIO ANTEPHATHBHO JIEHEHHE NPEAH 3a4E€BAHETO H NPEH NPEKPATIBaHE HA KOHTPALENMLMATA
(BXK. TOuKa 4.6). AKO CMAHATA Ha JICYEHHETO HE € Bh3MOIKHA, JKEeHaTa Tpa0Ba Ja moayyu ‘
| AOMBTHUTETHA KOHCYITAUMA OTHOCHO PHCKOBETE ¢ BANPOAT 3a HEPOASHOTO A€TE B MOAKpera Ha
HHPOPMHPAHOTO ¥ BleMaHE Ha PELLECHUE OTHOCHO CEMEMHOTO [UIaHUPAHE.

| 3a nokasaHHeTo GHMONAPHO Pa3CTPOMCTBO, AKO KEHATA IUTAHKpA [ia 3aGpeMeree, TpsabBa 1a ce
[IPOBE/IE KOHCYITALMA CBhC CMIEUHANIUCT C ONMT B JICYCHHETO Ha OUNONAPHO pa3CTPOMCTRO U
JICHEHHETO C BA/INPOAT TPAOBA /14 Ce MPEYCTAHOBH, U KO € HEOOXOAUMO [1a ce NPeMUHE Ha |
ANTEPHATUBHO JIHEHHE NPSIH 3a4€BaHETO H NPEIH NPEKpaTABAHE HA KOHTPALEILIHATA. |

B cayvait Ha GpeMeHHOCT

AKO JKeHa, KOATO ce JIEKYBa C BaJLIpoat, 3abpemenee, T4 TpI6Ba He3a6aBHO 13 ce HACOUH KbM ‘
CIICLHAJTMCT, 33 J1a C¢ NPEOLEHH JIEYEHHETO ¢ BATINPOAT H [1a € O0CHAAT A/ITePHATHBHH
BBL3MOXHOCTH. []aLUMEHTKUTE ¢ €KCTIO3HLIMA Ha BANNPOAT MO BPeMe Ha GPEMEHHOCT M TEXHHTE
[TAPTHLOPHM TPAOBA A1 OBJAT HACOUCHH KbM CIIELHATUCT € ONUT B TEPATONOrUATA 32 OLIEHKA U ‘
KOHCYJITHPaZHE OTHOCHO €KCMOHHpaHaTa OpeMeHHOCT (BXK. To4ka 4.6). :

DapMaleBTHT TPFOBA 12 rApaHTHPA, Ye: ‘

| [pH BCAKO OTMYCKAHE Ha BATIMPOAT € npefocTtapeHa Kapra Ha nauueHTa U nalHeHTKUTe
pa3OUpaT HEHHOTO ChLAbPHAHHE.

. NANUEHTKHUTE €A ITOCHBETBAHM 1A HE CIIMPAT JIEYEHHETO C BAINPOAaT W He3abaBHO Aa ce ‘
CBBPXAT ChC CNELUHATMCT NPH NIAHHPAHA WK N0J03HpaHa OpeMEHHOCT.

OOyuuTenHHU MaTepHaIH ‘
3a Aa ce MOANOMOIrHAT MEAHIMHCKHUTE CEUHATHCTH H MALUMEHTKUTE /14 Ce H30erHe eKCIO3HIMATA

Ha BaNnpoar no BpeMe Ha OPEeMEHHOCT, NPUTEKATE/IAT Ha Pa3speLieHHETO 3a yNnoTpeba e
IPEOCTABH] OOYUHMTENIHH MaTepHATH 3a MOCH/IBAHE Ha NPEIYNpPeKACHHATA H pEOCTaBsAHe HA |
yKa3aHus OTHOCHO ynoTpebaTa Ha BANNPOAT [PH JKEHH C AETEPOIEH NOTEHLHAN H HHPOPMALMA 32 |
| cbabprkanmeTo Ha [Tporpamara 3a npeanaspake ot OpemenHOCT. Ha BCHUKH K€HHM ¢ AeTepojeH
IIOTCHUHAJI, KOHTO WU3II0/13BAT Banfipoat, Tpsadea na ce npenoctaBd PLKOBOACTRO 3a NaLMeHTa M

| Kapra na nauuenra. |

| Tpabsa na ce uznomsea 'oguien GopMynsp 3a NOTBbPKAEHHE OCH3HABAHETO Ha pPHCKa NpH
| 3aMTOYBAHE HA JICYCHHUETO H IO BPEME Ha BCEKHW IOAHIICH TIPEre Ha JeYEHHETO C BAIMPOAT OT ‘

| CIICLHHATHCTA.
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Ynorpe®a apy NaUHEHTH OT MbXKKH T0JT

PeTpocnekTuBHO 06cepBaLMOHHO NPOYYBaHE MOKA3Ba MOBHIICH PHCK OT pa3cTpoicTBa Ha
HEBPOJIOTHYHOTO pasBuTHe (neurodevelopmental disorders, NDD) npu aeua, unuro 6amu ca
JIEKYBAHM C BANPOAT I11pe3 3-Te Mecela Npe/ld 3aUeBaHETO, B CPAaBHEHHUE ¢ JeLaTa, YHHTO HallH ca
JIEKYBaHH C NaMOTPHXKHH WU JieBeTUpaLeTaM (BxK. Touka 4.6).

KaTo nipeanasHa Mapka, IpeANHCBALIHTE JIeKapH TPAORA 1a MHGOPMHPAT MALHEHTHTE MbIKE 33 TO3H
MOTEHLMANCH PHCK (BK. TOYKA 4.6) M na 06CHAAT HEOOXOAMMOCTTA OT OOMHC/IAHE HA e(PEKTUBHA
ROHTPALCTILIHS, BKIIOUUTENTHO H 32 MapTHBOPKATA, 110 BPEME Ha yNoTpebata Ha BANpoaT U B
MPOAB/DKEHHE HA MOHE 3 Meceua Cliell NPeKpaTABaHe Ha JlieYeHUeTo. [TaliHEHTHTE OT MbKKH IO He
TpsA0Ba 1a napsBaT CIiepMa 110 BpeMe Ha JISYEHHETO H B MPOAB/KEHHE Ha IIOHe 3 Mecela ¢ '
NPEeKpaTABAHE HA JIEUEHHETO.

[NaupeHTHTE OT MBXKKH MO, NEKYBAHH C BANNPOAT, TPA6BA PCAOBHO Ja ce nperie
A NeKap, 3a Aa Ce NPEeUECHH AJIH BAJINPOATHLT OCTaBAa HAH-MOAXOAAIOTO JIeYeHHE 3
OT MBXKKH IIOJ, KOUTO MIaHMpaT Aa 3avueHar Aete, TpadBa fa ce OOMUCITAT U 1a ¢ce O ¢
MOIXOAALUM ANTCPHATHBH Ha JIeYeHHETO. BbB BCEKH oTAENEH cydaki Tpabea aa ce o @\}1 '




HHIMBHIY ATTHHTE OOCTOATENCTBA. [IpenophuHTenHO € MPH HEOOXOANMOCT Aa Ce MOTBPCH CHBET OT
CNELHAJIUCT C OIUT B JTCYEHUETO HA EMUIIEIICHA.

Hanuuny ca oOyunTenHy MaTepHaiy 3a MEIHLIMHCKU CIIELMATTMCTH M NAaMeHTUTE MBxke. Ha
MAUKMEHTHTE OT MBXKH M0/, M3MNOI3BALLH BalIpoaT, TpA6Ba a ce npeaocTaBH pHKOBOJCTBO 34
NaLMeHTa.

Ilpedynpesrcoenun

Texko yBpexciaHe Ha uepHUs JIpod

YcnoBHaA 334 Bb3HHKBaHeE

Panko ca HabmofaBaHu TexKH YepHOAPOOHH YBPEKIaHHU, 3aBEPILBALLH TOHAKOTA ¢daTanHo.
ONMATHT NOKa3Ba, Y€ MALMEHTH C MO-BUCOK PUCK, 0COOEHO B CIYyYaHTE HA MHOKECTBEHA
AHTHKOHBYJICHBHA TECPANHA, Ca AeUa HA Bb3PACT MOA 3 FOAWHH C TEXKH TIPHIAAbLUHM, OCOOEHO TE3H C
MO3BYHH YBPEXKAAHH, 330aBEHO YMCTBEHO Pa3BUTHE H/MITH BPOAEHH MeTaGONTHTHH HApYLUEHHUS,
BKJIIOYHTC/IHO MHTOXOHIDHA/THH HAPYLUCHHA KaTO KAPHHTHHOB Je(HULHT, HApYLUEHHS B ypeHHMs
HHKbA, POLG myTtaumu (Bx. Touku 4.3 1 4.4) unu nereHepaTUBHH 3a60/19BaHMS.

Citea 3-roaMurHa Bb3pacT PUCKBT Ce peAyLpa 3HAYHTENHO U [IPOTPECHBHO HAMANABA ¢ Bh3PacCTTa.
B noreyeTo cyyan Takupa 4epHOAPOOHH YBPEKIAHUA C€ YCTAHOBSBAT B [MbPBUTE 6 Mecella Ha
JIEYEHUETO.

CHMIITOMATHKA

KJIHHHYHHTE CHMITOMH Ca OT ChUIECTBEHO 3HAYEHHE 3a NOCTABIHETO Ha PaHHA AMArHO3a. [To-
CMELHATHO, CIIETHUTE CHCTOAHHA, KOMTO MOTAT Ja NMPENX0KAAT X bJITEHUIaTa TpIOBa Aa ce BieMaT
[PEABH/ OCOOEHO NPH PHCKOBYU NMAaLMEHTH (B3K. NMO-rope ,,YcaoBus 3a Bb3HHUKBaHE )

- HeCMELUMPHYHH CHMNTOMH OOMKHOBEHO ¢ BHE3aMHO HAYAIO KATO aCTEHH, aHOPEKCHA, JIeTaprua U
CBHJIUBOCT, KOMTO MOHAKOTA Ce NPHAPYIKABAT ¢ NOBTAPALLO Ce MOBPBILAHE U KOPEMHH OOJKH.

- [IPH NAUKMEHTH C €NHJIENCH, IOBTOPHA MOSBa Ha IEPYOBETE.

Hamuenture (Hin cemeiicTBata Ha Goneaysamy acua) TpAaGBa 1a Gbaar HHCTPYKTHPAHH Na
cboOlIaBaT Be/iHAra Ha JIeKyBaluus Jlekap NoABaTa Ha TakHBa cUMTOMH. He3za6arHo TpAOBa aa ce
M3BBPLUH J1IaDOPATOPHO M3CIEABAHE HA YEPHOAPOOHATA BYHKIUMA B AOMBIHEHHE KbM KIHHHYEH
rperien.

HabnroaeHus

M3cneasanns Ha 4epHOApOOHUTE ByHKUMH TPAOBA 14 Ce M3BBPLIAT NP JIEUEHHETO, CHE KOETO
NEPHOAHYHO Npe3 MbpBHTE 6 Mecena ot TepanuaTa. Cpea oOHuaiiHuTe M3CIeaBaAHHUA, HAN-3HAYMMY ca
M3CIENBAHUATA, KOWTO OTPa3ABaT MPOTEMHOBHA CHHTE3, OCODEHO NPOTPOMOUHOBOTO BpeMe.
[loTBBpsKIaBAHETO HA HEOOHHAHHO HHCKO MPOTPOMOHHOBO BpeMe, 0COOEHO 3aEHO C Ji{0) %0}
MadOPATOPHHU OTKIIOHEHHS (3HAYHTETHO HAMAJIIBaHe Ha HUOPUHOreHa U KOarynauMoOHHHTE GakTOpH;
NOBHULICHO HHBO HAa OWIMPYONH 1 MOBHLIEHH TPAHCAMHHA3H ) HANATAT CNHPAHE Ha TEParusTa ¢
Aenakun. Kato npeanasHa Mapka u B C/lyuaii Ha eIHOBPEMEHEH TIPHeM Ha CATTHLIMIATH, NOCTEIHHTE
CBUIO TPAOBA [ Ce CMPaT, Thil KaTo Te MMaT CBLUMA THT HA METaboIM3Hpate.

ITankpeamum
MHoro psako ca JOK/Ia/IBaHK CITy4YaH Ha TEKBK MaHKPEATHT, KOUTO MOJKE /14 ¢ daraneH uzxon.
TakuBa ciryyad MOrar Ja ce HabJIroJaBaT HEe3aBUCHMO OT Bb3PACTTa H MPOXbIKHTENHOCTTA Ha
TepanuaTa. Mankure etia ca 0cobeHO pHCKOBa Ipyna, HO TO3H PUCK HAMAJIABA C YBE/IUYaBAHE HA
Bb3pacTTa. TexKKuTe rbpuoBe, HEBPONOTHUHUTE HAPYLUIEHHS MM AaHTUKOHBYJICHBHATA TEpanHua Morar Aa
ca puckoBH (paktopu. HepHoapoOHaTta HEAOCTATLYHOCT ¢ MAHKPEATHT (TOBHILABA PHCKA OT at —
U3X01.

INaumenTure ¢ octpa kopemna Goska TpsaGBa HezabaBHO 1a 6baaT npernenaqu. B ciyyai
MaHKPEATHT, JIEUCHHETO ¢ BaNpoaT TpA0Ba a ce NpeyCTaHOBH.

Cyunuonu muciu u nogeoenue
CbollaBaHd ca CYULMIHA UICALMS W NOBEACHUE MPH NALUHEHTH, JIEKYBAHH C NPOTHUBO
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W3NHTBAHHA HA POTHBOCIIHJICNITHYHH JIEKapCTBA CHILO [10KA3Ba ¢1a00 NOBUIIEH PUCK OT CYHIIHIHA
Hacalus M noseaeHue. MexaHusMeT, KOHMTO 06yC/1aBs TO3H PHCK HE € H3BECTEH H HATHYHHTE NaHHHM
HE H3KJII0UBAT BB3MOXHOCTTA 32 NOBHLICH PUCK NPH IIPHEMAHE HA HATPHEB BAJINPOAT/BAJINIPOSRA
KucennHa. ClieaoBaTeHo, NaluneHTHTe TpabBa na 6baaT NpocieasBaHK 3a MPU3HALK HA CYHIIMIHA
HAcalMs H MOBEAEHHE U TPOBa na Obae o6MHeneHo noaxoaawo nevenue. Manuenture (1
OonHornenaunre) Tpabpa a 6bAAT CHBETBAHM [a THPCAT HE3aGABHO METHIMHCKA KOHCYNTaLys, aKo
Bb3HUKHAT TIPU3HALM HA CYHLIUIHA HACAUMA U [IOBEACHHE.

Cpeocmea, crovprcauiu Kapbanenem

EaxospeMeHHaTa ynoTpeba Ha HaTpHeB BaHNPOaT/BAINPOEBa KUCEIMHA U KapHarieHeM He ce
MpernopryBa (BX. ChLIO TOUKa 4.5).

[lauMeHTH ¢ MIBECTHO MM NOJ03MPAHO MUTOXOHAPUAITHG 3abossBaHe

Bannpoat Moxe /1a NpeaH3BHKa WIH Ja BIOLIH KIMHHYHHTE MPH3HALM Ha MO LIEKAILHTE
MHTOXOHIPHAIHU 3aD0NsBaHKA, TPHYHHEHH OT MYTalMM B MUToxoHapHanHara JIHK, kakTo H B
koampaius POLG sapen red. [o-cneunanHo, mo-sMcoK NpoieHT Ha BaJINpOAT-HHAYLIMPaHa oCcTpa
4E€PHOAPOOHA HEAOCTATBYHOCT M CBBP3aHa C YepHHUS APOG CMBPT ce choBLIABA IPY NALMEHTH C
HAC/ICICTBEHH HEBPOMETA0OIMTHH CHHAPOMH, MPHYHHEHH OT MYTALMH B KOAHPALLIHSA
MHTOXOHIAPHAIHHA €H3UM nonuMepasa y (POLG) ren, manp. cunapom Ha Alpers-Huttenlocher.
Hapywenus, cebpsanu ¢ POLG, TpabBa na ce nogo3upar npu naruenTy ¢ GamuiHa aHaMHe?a Wik
HacouBalllk CHMOTOMH Ha cBbp3aHo ¢ POLG HapylieHue, BKIIOUHTENHO, HO HE CaMO HeODsCHUMA
eHuedanonarus, peppakrepHa enunencus (hokanHa, MHOKIOHHYHA), CTATYC EMWICNITHKYC C
KITHHHYHA TIPOABA, H30CTABAaHE B PA3BUTHETO, NICHXOMOTOPHA PETPECHS, AKCOHAIHA CEH30MOTODHA
HEBPOMATHA, MHONATHS, LiepedenapHa aTakcHs, OpTaIMOMIETHA WIH YCIO)KHEHA MUTPEHa ¢ aypa B
okuunmraiHara obnact. TectsT 3a POLG MyTauus ce H3BLPLIBA B CHOTBETCTBHE ¢ HACTOALLATA
KIMHHYHA NPAKTHKA 32 AMarHOCTUYHATA OLICHKA HA TaKHBA HapyLieHus (BXK. Touka 4.3).

Ymeocnenu xonesyacuu

KakTo # np1 Apyru aHTHENUNIENTHYHH JIEKAPCTBA, HAKOH NALMEHTH MOTaT 1a ONY4aT, BMECTO
noaodpeHune, o6paTUMO BIOLLABAHE — YBETMUYEHH YECTOTA M MHTEH3UBHOCT Ha KOHBYJICHHTE
(BIJIFOYMTENHO BACLLUEH EMUIENTHYEH CTATYC), HIH MPOSBY HA HOBHM BUIOBE KOHBYJICHH NpPH
MPUIIOAEHHE HA BANIPOaT. B ciyyail Ha yTexxHeHH KOHBYJICHM, MaUMEHTHTE TPAOBA da Obaar
MOCHBETBAHHM Aa C€ KOHCYNTHpAT He3abaBHO ¢ Jiekaps cH (Bx. Touka 4.8).

Testcku Koxcnu nedcenan peakyuu u anzuoedem

Texku KoxHN Hexxenanu peakuun (Severe Cutaneous Adverse Reactions, SCARS), kaTo curapoM
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcuuna emuaepmanta HeKponu3a (Toxic
Epidermal Necrolysis, TEN) u nekapcTBeHa peakius ¢ €03HHOMDHANS ¥ CHCTEMHH CHMOTOMU (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema MYNTHQOPME H aHrHoeaeM, ca
CBOOLUEHH BB BPb3KA C IEYCHUETO ¢ Bannpoar. [launedTiTe Tpadea ga 6baat HH(OPMHPaHH 3a
MPHU3HAUUTE H CHMNTOMHUTE Ha CEPHO3HH KOXKHH NPOABH H Aa ObaaT HaOmoAaBaHH BHUMATENHO. B
cryuaH, ye ce Habmoaasar npusHauu Ha SCARSs unm anruoeem, e Heobx01HMa OBbp3a OLUEHKA U
NeHeHHETO TPAOBA Aa Ce NMpeyCTaHOBH, ako AdarHo3ata Ha SCAR wid aHrvoenem ce MOTBBPAH.
BAHW BHUMATENHO. B ciryuai, ve ce Habmogasat npusHauu Ha SCARSs unu AHTHOSAEM, €
HeoOXoaMMa Obp3a OLEHKA H JIEHEHUETO TPAGBA a Ce MPEYCTAHOBH, aKO AHArHo3ata Ha SCAR 1w
AHTHOEZEM C€ MOTBBLPAH.

Ipeonaznu mepku npu yrompeba

[Ipenu 3anousane Ha nedeHUETO TPAGBA Na ce M3BBPIUAT H3CNEABAHHS HA YepHOApOOHHTE
(Bk. Touka 4.3 TlpoTHBONOKA3aHH), M MEPHOAWYHO NPE3 MbPBUTE 6 Mecewa, 0COBEHO
MauHeHTH (BK. TOUKa 4.4). IIpH NPOMEHH B CHABTCTBALLMTE NEKAPCTBEHH MPOIYKTH (
no3aTa WK 100aBsHe), 38 KOWTO € W3BECTHO, Y€ BAHSAT HA HEPHHUS apod, MOHHTOPHP
Apo0 TpabBa a ce pecTapTHpa cnopea ciTyyas (BUOKTE ChLIO TOYKA 4.5 OTHOCHO PHC
Ha YepHUS APOO ChC CATMLMIATH, APYTH AHTHKOHBYICHBHH CPEACTBA, BKIKYHTEIHO




MaLMEHTH CE€ NPENOPBYBAT N0-3aAb/I00UEHH TabOpaTOPHH H3CAeABaHHA ( BKITIOUHUTETHO
MPOTPOMOWHOBO BpeMe); MOXe J1a ce oOMHC/IH KOPHTHPAHe Ha [03aTa, KaTo NMPH HEOBXO0IMMOCT
CbOTBETHHTE H3C/aeABaHHA TpAOBA Na ce MOBTOPST.

[Ipenn 3arnoyBane Ha JTEYEHHETO MM NPEOH ONMEPALUA, KAKTO H B CIYYaH Ha CIIOHTAHHO
KPBBOHACsJaHe WK KbPBEHE CE NPENOpbYBAT KPBEBHH H3C/1€1BaHNA (ITh/IHA KPbBHA KaPTHHA,
BKJIFOYHTETHO OpoH Ha TpoMOOUMTH, BpeMe Ha KbpBeHe) (BXK. Touka 4.8 Hexenanu jiexapcrsens
peakLnu).

Bhripeku 1e UMyHHH HapyLlleHHs ca Hab/I0AaBaAHU CAMO KaTO U3K/TIOYEHHE N0 BpeMe Ha
MpHIOKEHHETO Ha JlenakuH, noTeHLmanHaTa noisa ot JlernakuH Tpabea 1a ce OLEHH CpsAMo

MOTCHUHATHaATa OIIaCHOCT NPH NAUUEHTH Ch¢ CHCTEMEH JYIIYC €pUTCMATO3VC.

HapyiueHHs B ypelHHA UHKB U PUCK OT XHIIEPAMOHHEMHUS

Ilpu noao3upan eH3uMeH nedUUMT Ha ypelHUs LUK, IPEAN IeUeHHeTo TpAbRa fa ce H3BbpLUAT
METaDONMTHH H3CIEABAHHA, MOPAIN PUCK OT XUIIEPAMOHHEMHS, 3apa/y Basinpoar (BxK. To4ku 4.3 U
4.4 INauueHTH ¢ pUCK OT XMNOKAPHUTHHEMUS U TexKo YepHOAPOGHO YBpexaane).

[laienTH ¢ pHCK OT XHUIIOKAPHUTHHEMUS

I IpunoxeHHETo HA BAIMPOAT MOXKE Ja NPeM3BHKA MOABATA HIIH BJIOLIABAHETO Ha
XHMOKApHHTHHEMHA, KOATO MOXKE Aa OBEOE 10 XUMEPAMOHHEMHS (KOSTO MOKE /1a JOBEE [0
XHIepaMoHeMHYHA eHUuedanonatua). Habmogasanu ca ® Apyrd CHMIITOMHU, KaTo yepHoapobHa
TOKCHYHOCT, XHNOKETOTHYHA XHIIOTIIHKEMHA, MHOIIATHS, BKIIIOUHTENHO KapIHOMHONATHA,
pabaomMHoONH3a, CHHPOM Ha DAaHKOHH, ITABHO MPH NIAUMEHTH C PHCKOBH (haKTOPH 32
XHITOKAPHUTHHEMHUS HJIH C BEYC CHILECTBYBALlAa XMITOKAPDHUTHHEMHS, [TaLlHeHTHTE ¢ TIOBHILEH pHCK
OT CHMNTOMATHYHA XUIIOKAPHHUTUHEMHS NPH JICYCHHUE C BAINPOAT BKIIOUYBAT NALIMEHTH C
MeTabONUTHH HapyLIEHHS, BIUTIOUHTENHO MUTOXOHAPHATIHHN HApyLueHus, CBbp3aHH ¢ KAPHUTHHA (BXK.
ChLIO TOYKA 4.4 [1allMeHTH C H3BECTHO WITH [TOAO3UPAHO MHTOXOHAPHUATHO 3360/ IaBaHe U HapyLlIeHUA
B yPEHHHA LIMKBI M PUCK OT XUNEPAMOHHEMHA ), HAPYIIEHUS B XPAHUTENHUA MIPUEM Ha KAPHUTHH,
NAUNEHTH HA BB3PacT N0A 10 roanHH, eaHoBpeMeHHa yroTpeba Ha MBATAT-KOHIOTHPAHH NeKapCeTRa
WJIH Ha ApPYTH aHTUETTHJICITHLH.

[lauuenTuTe TpsAOBa Aa 6BAAT NpeaynpeacHH Aa CHOOINARAT He3a0aBHO 33 BCAKAKBH NPU3HAUH Ha

XHMEpaMOHHEMHA KaTO aTakCHs, HApYLIEHO Cb3HaHUE, NoBpbilaHe. TpabBa na ce 0OMUCIH 106aBIHE
Ha KAPHUTHH, KOrato ce Hab/r01aBaT CUMIITOMM HA XHIIOKAPHUTHHEMHUS.

[laLHEHTH CBC CHCTEMEH TBPBHYEH KAPHUTHHOB JeGHLMT H KOPHrHpaHa XHITOKAPHUTHHEMHUA MOraT
1a ObaT IeKyBaHH € BAINPOAT CaMO aKO MOJI3HTE OT JICYEHHETO ¢ BAINPOAT Ha/IBHLIABAT pPUCKOBETE
[pY TE3H NALUCHTH U HAMA TepaneBTHYHA anTepHaTHBa. [Ipn Te3n nauuenTy Tpadea na ce npunara
MOHUTOPUHT HA KAPHUTHHA.

[launenture ¢ ocHOBEH AeULMT Ha KAPHUTUH naTMuToUN TpaHcdepasa (CPT) un II TpsadBa aa
Obaat npeaynpeneHH 3a No-roneMus PHCK OT pabAOMMONH3a NPH MPHEM Ha Banmnpoar. [Ipu te3u
NaUMEeHTH TPsAOBa a ce OOMHUCTH A00aBsHE HA KAPDHUTHH.

Bx. cvuio rouku 4.5, 4.8 u 4.9.
[MaunenTHTe TpaOBa Aa 6bAAT NpeaynpeaeHH 3a PUCKa OT HaIABaHe HA Terao0 B HAYAIOTO Ha

JICYEHHETO, H € HEOOXONMMO Aa ce NpeanpueMe NoaAXoaala CTpaTeris 3a HaMalsSBRaHe Ha
A0 MUHUMYM (BX. TOYKa 4.8 Hexenanu ekapcTBeHH peakLiMH).

[TanueHTH ¢ HanuueH AebHUNT Ha KAPHUTHH NANMUTOWA TpaHcedepasa (CPT) Tvm 2 TPHO
MPEAYNpPEACHH 3a MO-TONAM PUCK OT pabAOMHOAH3a, KOTAaTO NPUEMAT BANNpPOAT.

He ce npenopb4Ba npueMaHeTo Ha ajKOXOM MO BpEME Ha JIeUeHHE C BAINPOAT.




Jdena

[Ipu neua Ha BB3pacT M0 3 roAMHH ce MPENopbYBa MOHOTEPANHA NPH NpeanucBaHe Ha JleNaKHH, HO
MPpEay 3aMo4BaHE HA TCpANHATa, MOTEeHLHAIHATA No3a OT JlenakuH TpabBa aa ce oueHu cnpsaMo
PHCKA OT 4epHOAPOOHO YBpeXJaHe UM MAHKPEeaTHT NMPH TAKUBA MALMEHTH (BX. Touka 4.4. Texxko
YBpe)KIaHe Ha YEPHHR ApoO U BxK. ChUIO TOYKA 4.5).

EnHoBpemenHarta ynotpeba Ha canuuutaTe TpaOBa j1a ce H3GArBa NMpu feua noa 3 roJHHH nopagu
OMACHOCT OT YEPHOAPOOHA TOKCHYHOCT (BXK. CBLIO TOUKa 4.5).

bu0peuHa HeNOCTATHLYHOCT

Moxe Nla ce HaJ103KH HaMalgBaHe Ha no3ara. Thif KaTo NpocneasaBaHETO HA MJIa3MEHATA
KOHUEHTPALHA MOXKE 1a € [TOJBEX A0, 1034aTa TPAOBA 1a ce KOPUIHpa CEOOPa3IHO KITHHHUUHOTO
[Mpoc/IeA9BaHe.

To3u nekapcTBeH NpoayKT chabpxka 55,35 mg HATPHIT BBB Beceky (IAKOH, KOMTO Ca eKBHBAIEHTHH Ha
2,8% OT NpenoprUYUTENHUA MaKcUManeH aHeBeH npueM Ha C30 oT 2 g HaTpwii 3a BH3PACTEH.

4.5 B3aunmoneiicTBHA ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYTH dopmu Ha B3anmoaeiicTBHe
Biaunauue Ha BAINPOAT BLPXY APYTH JeKapcrBa

Hespoaenmuyu, MAQ unxubumopu, anmudenpecanmu u Genzoouazenuiiu

Henakns MOke 1a IOTEHIHPa edeKTa Ha APYTH HCHXOTPOIIHH CPEACTBA KATO HeBponenTuuy, MAQO
HHXHOHTODH, aHTHAETIPECAHTH W OEH30AMA3EIIHHH; C/IE0BATENHO, CE TIPENOPHUBA KIHHHYHO
NpoCneAsaBaHe, KaTo NpU HEOOXOANMOCT J03aTa TpAOBa Aa ce KOPHIHpa.

JTuma
JlenakuH HiAMa eeKT BPXY IUTA3MEHHTE HUBA HA JIUTHA,

Denodapoumai

/lenakus NOBHINABA NIa3MEHHTE KOHUEHTPALNH HA penobapiura (nopaau HHxuOHpaHe Ha
YCPHOAPOOHHA KaTaODOMU3bM) H MOXKE /1a CE CTHTHE 10 CealiMs, OCODEHO npu acua. CreaoBaTenHo,
[pe3 MbpBHTE 15 THH OT KOMOHHUPAHOTO JleUeHH e, ce MPENOpbUBA KIHHHYHO Npoc/iensBade ¢
He3a0aBHO HaMaIABaHe J03aTa Ha peHOGapOHTaN NPU BH3HUKBAHE HA CeaLMs, KATO [pH
HEOOXOAHUMOCT C¢ M3CNIeABAT IUIa3MEHUTE HHWBa Ha (eHobapouTan.

Hpuntuoon

Jenakus NOBHIIABA I1A3MeHHTE KOHINEHTPAUHH HA TPHMHIOH C YTCKHABAHE HA HEXKE/IAHUTE MY
PEAKLIMH (KaTO celauuA); TE3H MPH3HALM M34e3BaT NPH ABIFOCPOYHO JTECUEHHE. [Ipeniopbusa ce
KJIHHHYHO MPOC/EAABaHe, 0CODEHO B HAYANOTO Ha KOMOMHHPAHa Teparis H MpU HEOOXOIUMOCT —
KOpPEKLMSA Ha 1034aTa.

Denumoun

/lenakHH NOHKKaBa 001AaTa NJIA3MEeHA KOHUEHTPaunsa Ha denntoun. OcBeH TOBa, JlenakuH
YB€H4aBa ¢BoOOAHATA (POpMa Ha (PEHHUTOHH C BB3MOMKHOCT OT 0ABA HA CHMTITOMM Ha npeio3upaHe
(BaJIMpOeBaTa KMCENHHA H3MECTBA (hEHUTOMHA OT MECTATA MY Ha CBBP3BAHE C TUIA3MEHHTE [IPOTEUHH H
NOHWXaBa YepHOAPOOHUR My kaTabonu3bm). [Topaau ToBa ce npenopbyBa KJIMHHUUYHO NpocieasBaHE;
KOTdaTo CC M3C/IeABAT IVIA3MEHHTE HHBA Ha PCHUTOMH, TPIOBa Aa ce onpenesu ceoboaHaTa (opma.

Kapoavazenun
kapbamasernuH, Thi KaTo BaNpoaT MOXe Ja NOTeHUHUpa TOKCHYHKA ehekT Ha kapba
I lpenopsusa ce KIMHUYHO npocieasBaHe, 0co0eHO B HAYAIOTO HA KOMOMHUpaHaTa

HEOOX0AHMOCT A03aTa ce KOpUIupa.

Jamomprocun




ToBa B3anmMozielicTBHE MOXe na IoBEIE 10 YBENHUCHA TOKCUYHOCT Ha TAMOTPHIKHH, B YaCTHOCT
CEePHO3HU KOKHH OOPHBH.

(71e10BaTENHO, TIPEMOPbUBA C€ KITHHHYHO HAOMIOICHHE M KOPUTHpaHe Ha 103aTa (HAMA/IABAHE Ha
[03aTa Ha JJAMOTPHOKHMH), KOraTo € HeoOXoaumo.

3uoosyoui
Banmpoar Moxxe fa MOBHILM Ma3MeHaTa KOHLEHTpaLMs Ha 3HAOBYOMH, KOETO Ja HOBEJE O [IOBHIIICHA

TOKCHUYHOCT Ha 3HIOBYIHH,

Denbavam
Bannpoesata kucenMHa MOXe 1a HAMANIH cpeHHA KIIHPBHC Ha ¢endamar ¢ no 16%.

Onanzaniii
BannpoesaTta kucenuHa Moxke 1a HAMaJH KOHLEHTPAUNATA Ha OJIAH3AITHH.

Pygunamuo

BanmpoesaTa Kuce/IMHa MOXe J1a IOBE/IE A0 YBeSHYABaHEe HA MJ1a3MEHHTE HUBA Ha pyunamua. Tosa
YBEITMYCHHE 3aBHCH OT KOHUEHTPALUMATA Ha BANpoeBa KHcenvHa. [10BHIIeHO BHUMAaHHE Ce H3UCKBa
0COoOEHO NPH Nella, Thid KaTo TO3M eeKT € NO-BUCOK B Ta3H MOMyJIaLHM.

Ilponoghon
BannpoesaTa KHceTHHa MOXeE 110 JIOBEE 10 YReTMUABAHE HUBATA HA npornodon B kpuaTa. [lpu
€IHOBpEMEHHATA YTIOTpeDa ¢ Banpoar, TpsoBa /1a ce 0OMUCTH HAMATSBAHE HA 103aTa HA nponogor.

Huwvioounun

ENHOBpeMEHHOTO NedYeHHe ¢ HUMOIUITMH U BAIMPOEBA KMCEITHHA MOYKE [a YBE/IMYH T/1a3MEHATA
KOHUEHTpalusa Ha HUMoaumnuH ¢ 50 %. CnenoratesniHo, TpaGBa Ja ce HaMaiy 103aTa Ha HUMO/THITHH B
CIIyYad HA XUIMOTEH3HAL.

Bansinue Ha apyru JekapcTsa BLpXy Baanpoar

[IpoTHBOENMIENTHYHHTE CPEACTBA C EHIUM-HHAY LIHpALL eeKT (B TOBa YUCIIO PEHUTOUH,
heHoOapOuTan, kapbama3enuH) NOHHKABAT CePYMHHTE KOHLUEHTPALKH Ha BaJllipoeBaTa KHCelWHa, B
Clly4aH Ha KOMOHHMpaHa Tepanus, Jo3uTe TPSOBa na ce KOPUrHpaT CHOOPA3HO KIIMHHYHHS OTIOBOP U
HHBOTO UM B KPBBTA.

Ot Apyra cTpaHa, KoMOHHaUUSTA OT dendamaT U BANNpPoaT NOHUKABA KIHpPBHCA HAa BATIPOERATA
KHcenHHa ¢ 22% a0 50%, u cnepoBarenHo, yBenuuaga rnasMeHHUTe KOHUCHTPALIMK Ha BaJIIpoOeBaTa
KHcennHa. /losaTta Ha Bannpoara Tpadea 1a ce HabMoIaBa.

MeTabonuTHTe Ha BANMpOeBaTa KUCEIMHA MOTAT /1 C YBEMYAT B CJTyYaH Ha €IHOBPEMEHHa yrioTpeba ¢
beHuToMH HNH denoGapOuTan. CreaoRaTento, NalMEHTHTE JIEKYBAHH C T€3M [IB€ JIeKapcTRa TpsabBa 1a
Ob1aT BHHUMaTETHO Habi0aaBaHK 3a IPH3HALH H CHMITTOMH Ha XHIIEPaMOHHEMMHA.

MegnoksuH NoBuINAaBa MeTab0MH3MA Ha BAJNIPOEBATA KHCEMHA H HMA KOHBYJICHBEH e(ieKT; rmopaau
TOBa B Clly4aH Ha KOMOWHMpaHa TEPAIHsI MOTAT /1a BE3HWKHAT eNHJIENTHYHMH [IPHIMAIBLH.

B cimyuait Ha exHoBpemeHHa ynoTpeGa Ha BAINPOAT H CHITHO CBbLP3AHH C MPOTEHHHTE BELLECTBA
(acrHpHH), cepyMHHTE HHBA Ha cBOBOAHATA BANNPOEBA KHCEMHHA MOMAT 14 cé MOBHILAT.

B ciyyait Ha eaHOBpeMeHHa ynoTpe6a Ha BUTaMHH K-3aBHCHMH AHTHKOAry/lAHTHH (aKTOpH,
C¢ H3BBPLLBA CTPOro NPOC/IeAABAHE HA IPOTPOMOMHOBOTO BpeEME.




ynoTpeda ¢he ChaAbpKaLM KapOaneHeMHu CpeACTBa, BOACIM 10 HaMasaBaHe ¢ 60-100% HuBaTa Ha
Ba/INpOEBa KHCC/IMHA B MPOABIDKCHHE Ha 2 IHH, MOHSKOra CBbp3aHoO ¢ rbpuose. [Topann 6bp30To
Ha4ao U CTeNeHTa Ha IOHMXKABaHe, €AHOBPEMEHHOTO MPHIIATAHE HA CHABPKALLM KapBaneHeM cpecTBa
[IPH NALMEHTH CTaOWIM3HPaHK Ha BANNPOEBa KHCETHHA TPSOBa 1a ce u3bsrea (Bx. Touxa 4.4).

AKO JICYEHHETO C T€3H aHTHOHOTHLIM HE MOXKe Ja ce u3berne, Tpabpa 1a ce H3BbPILY CTPUKTHO
npocjieASBaHE Ha KPBBHUTE HYBA HA JlenakuH,

Pugamnuyun

Moske 12 MOHWKH KPBBHUTE HUBA HA BAJINPOESBATA KUCEIMHA, KOETO BOAH A0 JTHUMCa Ha TEepanesTHYEH
edext. ETO 3a110, MOXKE 1 ce HANIOXKH J103aTa HA BANMPOAT 1 C€ KOPUTHPA [IPH CHbBMECTHO
NPWIOKEHHE C PUDAMITHLIHH.

Ipomeaznu unxubumopu
[1pn eanospeMerHata ynotpeba Ha NpoTeasHH HHXHGHTOPH KaTo JIOTIMHABHD, PUTOHABHUP, C& HAMAJIABAT
UIa3MEHHTE HUBA Ha BaJIIIpOAaTa.

Xonrecmupamun
IIpn enHoBpeMenHa ynotpeba, XonecTHpaMHH MOKE Aa JI0Bee 10 HAMATSABAHE HA IU1A3MEHHTE HHBA HA
BaJHIpoOAaT.

Memamuzon

MeTamMH304BT MOXKE 12 HAMA/TH CEPYMHHTE HUBA HA BaJIIIPOAT MPH €AHOBPEMEHHO MPUITOKEHHE, KOETO
fla 10BE 1€ 10 MOTEHIHAIHO HAMAJIBAHE HA KIIWHHYHATa e)UKACHOCT Ha Banmpoar. Jlekapure,
MPeANMCBAaLItY JledeHHe, TpAOBa la HabmonasaT KIHHHYHHA OTTOBOP (KOHTPOJ HAa NMPHNAOBLMUTE WIH
KOHTPOJI Ha HACTPOSHHUETO) K 1a OOMMCIIAT NpoceIIBaHe HA CEpYMHHTE HUBA HA BaIpoAar, ako €

moaxoaaLo.

Memompexcam

B HKOM IOK/14/14 CE OTIMCBA 3HAYUTEITHO HAMANABAHE HA CEPYMHHTE HHBA HA BaJIIpOAT Cnex
MPUNOXKCHHE HAa MCTOTPEKCAT € NOABA Ha rbpyose. [IpeanucpauidTe nekapu Tpsabea aa npocnenssar
KITHHHYHHA OTTOBOP (KOHTPOJ HA MbPYOBETE HUIIH KOHTPO/ HA HACTPOCHUETO) H /1A NpeaBUasT
MpOC/ie/IABaHE Ha CEPYMHHTE HHBA HA BAIPOAT, KO € HEOOXOIMMO.

Apyry B3aumoaeiicrus

Puck om yspeoicoane na yepnuus 0pod
EnHospemenHata ynoTpe6a Ha camnliiaty Tpsbea 1a ce u3Gsrpa Npy geua nod 3 roaMuiHa Bb3pACT
NMOopagH PUCK OT Y4ePHOAPOOHA TOKCUYHOCT (BiK. Touka 4.4).

EnxoBpemetHara ynotpeba Ha BAIIPOAT ¥ MHOKECTBEHA AHTUKOHBYJICHBHA Tepanug NOBHIIABA PHCKa
OT YBPEXAaHe Ha YePHUA APOD, OCODEHO NpH MaTKH Jela (BK. Touka 4.4).

EnHoBpemeHHaTa ynotpeba ¢ KaHabMAHON NMOBMIABA YECTOTATA HA NOBHIIABAHE HA €HIUMHHTE
TpaHCaMHHa3H. B KIHHHYHH NPOYYBAaHHA NPH NALMEHTH OT BCHUKH BB3PACTH, M0MyYaBaLLH
CIHOBPEMEHHO kaHaOuanon B 103 o1 10 10 25 mg/kg W Bannpoar, ce choOIIABA 32 HOBULLIARAHE Ha
ALT Han 3 nbTH Han ropHarta rpaHMia Ha HOPMATa rpH 19% oT nalMeHTUTe. Tpadea na ce ynpaxkHsasa
MOAXOAS L MOHHTOPUHT HA YEPHHSA APOO, KOraTo BANPOAT CE H3NO3BA eJIHOBPEMEHHO C JIPYTH
AHTHKOHBYJICHBHH CPE/ICTBA C NOTCHUMATHA XENAaTOTOKCHYHOCT, BKTIOUHTETHO KaHaOuIuoN, U TpsGBa
fla ce OOMHCAH HaMaTsIBAHE Ha J103aTa WK PEKPATABAHE HA ICUEHHETO B CIYYAl HA 3HAYMTETHH
AHOMaNHWH Ha YePHOAPOOHUTE napameTpH (BiK. Touka 4.4).

EnHoBpeMeHHOTO NpHIOKEHHE HA BANNPOAT H TONHPAMAT € CBbP3AHO ¢ cHuedasIonaTua W/ uan
XHNepamMoHHeMHus. [ JalieHTHTe fIeKyBaHU ¢ Te3M [Ba NEKapCTBEHH IIPOAYKTa TPAGBA BHUMATENHO J1a.
ce HadaKaBaT 3a MPU3HALIK W CUMIITOMH HAa XUITEPAMOHHEMHYHA eHLeanonaTus.

KBeTHanun
ENHOBPEMEHHOTO NPHIIOKEHHE HA BANIIPOAT ¢ KBETHAIHH MOJKE A3 YBENIHYH PUCKA OT
HEVYTPONEHHS/ NEBKONICHHU S,



CpelcTBa coABPKALIH €CTPOreH, BKIIOYHTENHO ChAbKAIH eCTPOreH XOPMOHAIHH
KOHTpANENTHBH

EcTporenuTe ca HHAYKTOpH Ha H3odopmu Ha UDP-ratokypoHoswi Tpancdepasara (UGT), yuacTsaliy B
FMIOKYPOHHPAHETO Ha BAJINPOAT M MOraT Jia YBEJIMYAT KIIMPBHCA Ha BANNPOAT, KOSTO Aa JOBeAe 10
HamaJieHa CepyMHAa KOHUEHTpALli Ha BANINIPOAT M BE3MOXKHO HAMAIABAHE Ha e(PMKACHOCTTA Ha
Bannpoara (BX. Touka 4.4). la ce 0OMHCIIN IPOCNEAABAHETO HA CEPYMHHUTE HUBA HA Bajpoar.

OT Apyra cTpaHa Ba/llpoaT HAMa eH3UM-HHAYLMpaLl eexT BCIIeICTBHE HA TOBA, BAINPOAT HE CHHXKABA
e(PCKTHBHOCTTA Ha €CTPONPOreCTATHBHUTE CPEACTBA MPH XKEHH B3eMallH XOPMOHATHH
KOHTpaLIEITTHBH.

[Tusanam-xoniozupanu rexapcmea

EAHOBpeMEHHOTO NPUIOMEHKE Ha BAINPOAT M MWBAAT-KOHIOTHPAHH JIEKApCTBa (KaTo e auTopeH
[MHBOKCHJI, aA€(POBHD JHITMBOKCHII, MHBMELIUTHHAM M MMBAMITMLIMIHH) TPSAOBa Aa ce W3barea nopaau
TOBHLUIEH PHUCK OT H34Y€PNBAHE Ha KAPHWUTHH (BXK. ToUKa 4.4 TaltHEHTH ¢ PHCK OT XMITOKAPHUTHHEMHS).
ITauyenTuTe, Nph KOUTO He MOXKeE A2 ce M3BErHe ChBMECTHOTO MPHIOKEHHUE, Tpsabsa na 6baar
BHHMATEITHO Ha0JIHONABAHH 34 MIPH3HALM M CUMITTOMH HA XMIIOKAPHUTHHEMMS.

Knozanun

EAHOBpeMEHHOTO fedeHH e ¢ BAINPOAT H KIIO3AIIMH MOXE J1a TIOBHLIK PUCKa OT HEYTPOIIEHHA H
KJ103aNHH-HHIYIIHPaH MHOKapAUT. AKO € He00X0AMMa ChITbTCTRALIA YNIOTpeba Ha BaJINpoar ¢
KJIO3alHH, € HE0OXOAMMO BHUMATETHO NPOC/ICAABAaHE H 32 ABETE ChONTHA.

4.6 ®@epTnauTeT, PEMEHHOCT U KbpMeEHe

bpemMeRHOCT M KEHH ¢ AeTepoaeH NOTEHIHANA

JHevernue na enuwnencis

e Bannpoart e nporuBonokasaH no BpeMe Ha GPeMEHHOCT, OCBEH NPH JIMICA HA MOXOINIIO
AITEPHATHBHO JIEYEHHE

* Banmpoar e npoTHBOMOKA3aH MPH XKEHH ¢ JeTEPOIEH NOTEHLUHAN, OCBCH KOMaTO Ca HATLIHEHH
ycnoeusaTa Ha Ilporpamara 3a npeanaseade ot 6peMeHHOCT (BK. TOUkH 4.3 K 4.4)

Jevenue na bunoaapro pazcmpoticmso
e Bannpoar e npoTHBONOKa3aH No BpeMe Ha BPEeMEHHOCT

* Bannpoar e npoTHBOnOKa3aH NpH XKeHH ¢ AETEPOIEH NOTEHLMAN, OCBEH KOTaTo ¢a H3MbIHEeHHU
ycnosusTa Ha I lporpamara 3a npeanassaHe ot OpeMEHHOCT (Bk. TOYKH 4.3 1 4.4)

TepaTOreHHOCT M epeKTH BBPXY Pa3BUTHETO in ufero eKCIO3IULIMS

Puckose, cebp3anu ¢ excnosuyus Ha 6aINPoam no §peste Ha GPeMenocm

Ilpu skeHKTE, KAKTO MOHOTEPANMHUATA C BANMIPOAT, TAKA H NOJIHTEPANIUATA C BA/INPOAT, BKJIKOYBALLA H
ApPYTH aHTHEMTHICTITHUH, YECTO Ca CBBbP3aHH ¢ aDHOPMEH U3X0/ Ha BpeMEeHHOCTTa.

HannunuTe AaHHH NOKA3BAT YBENUYEH PUCK OT TEKKH BPOAEHH Man(hopMaulm 1 HAPYLICHHUS Ha
Pa3BUTHCTO HA HEPBHATA CUCTEMA H B 1BATA CJiyuas — KaKTO NMPH MOHOTEpanHs, Taka v npu
NOJIUTEpANUA C BA/INPOAT, B CPaBHEHHE ¢ NOMyNauus 0€3 eKCNO3HILMA Ha BAINPOAaT.

INoka3aHo e, 4e BaINpoOAT NpeMHHABA Npe3 IUlALeHTapHaTa 6apyepa KakTo [IPH JKHBOTHHCKH BHIIOBE,
Taka H MpH Xopa (BX. Touka 5.2).

Ipy >kHBOTHU: MPU MHLIKH, TLTEXOBE U 3alLIM Ca AOKA3AHU TEPATOTCHHM eeKTH (BXK. TOUKa 5.3).

Bpooenu maagopmayuu 6 pezyamam na excnozuyust in utero

MeTaaHanu3 (BIIIOUBALL PETUCTPH M KOXOPTHH NPOYYBAHMsA) OKA3Ba, ue oKoio | 1%
KCHU € €MHICIICHA, €KCMOHHPAHN HA MOHOTEPAIIKA ¢ BAJIINPOAT MO BpeMe Ha GpeMeH
TEXKH BPOACHH Mandopmanud. Tosa ¢ noeede 0T pycKa 3a TEXKKH MandOpMAIUY B
romynauns (okono 2-3%). PUCKBT 3a TexkkH BpogeHH MaadopMaLHy npy gena cien |
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CKCIIO3ULHA HA AHTHETIMJIENTHYHA JISKapCTBEHA TIONIMTEpanHs, BITIOYBALIA BATNPOAT, € MO-BHCOK OT
TO3H Ha aHTHENWICIITHYHA JIEKapCTBEHa TEpanus, KOATO HE BKITIOYBA BAINPOAT.

PuCKBT € 10303aBHCHM NPH MOHOTEPANHS ¢ BANPOAT, KATO HATHYHHTE AAHHM NOKA3BAT, Ye €
[0303aBHCHM M IIPH MOJIMTEpanys ¢ Bannpoar. Brnpeku ToBa, nparosara A03a, NoA KOATO He
CbLIECTBYBA PHCK, HE MOXKE Aa CE OmpeeH.

Hanuyaure AaHHM MoKa3BaT HapacTBaHE HA CIyYaUTe Ha MAJIKH U TEXKKH mMandopManmu. Hait-
HECTHTE CITy4an Ha Man(popMaLMH BKITIOUBAT Ae(eKTH Ha HEBpaIHATA TPE6a, JIHLEB THCMOPOHIBM,
3a€llika yCTHA H BBJIYa MACT, KPAHHOCTEHO34, ChPACUHH, OBOpedHH U yporeHHTaNHM nedekTy, U
ReeKTH Ha KpaiHULMTE (BKJIIOUMTEITHO JBYCTPAHHA arlla3us Ha JIbYeBAaTa KOCT), H MHOXKECTBO
aHOMAJIUK Ha Pa3THYHH CUCTEMH B YOBELLKHSA OPraHH3bM.

Excriosuumara in ufero Ha BAINpOAaT MOXKe a NOBEe N0 YBPEKAAHE HA CJTyXa HJIH [NIYX0Ta Nnopaau
ManpopMali Ha yIIKTe W/HIH HOCa (BTOPHYEH eeKT) H/UIH IUPEKTEH TOKCHYEH e(PEKT BBPXY
CnyXoBuA anapat. CiTydauTe ONHCBAT KAKTO €HOCTPaHHA, Taka H IBYCTPAaHHA [TyXO0Ta UK
yBpexaaHe Ha cnyxa. He 3a BcHuku cimyyau ca cpobluenu pesynarat. Korato ca cbhobLueHH
PE3YNTATH, B [10-TOIAMATa YacT OT CTYUYauTe HE ¢e HaOMKOAABA Bb3CTAHOBIBAHE.

Ekcniosuims in utero Ha BannpoaT Moxke Aa JOBEAE A0 OUHH MaN(OPMALIHH ( BKTIOUHTEITHO Kos060Ma,
MHKPOQTaIMHSA), KOUTO Ce cbOOLAaBaT BbB BPB3Ka ¢ APYrH BpoaeHu MandopmanHi. Te3d oqHHM
MaI(pOpMaLIMH MOTaT 1A 3aCerHaT 3PEHHUETO.

Hapywenusa ¢ paseumuemo na nepsnama cucmema e pesyamam na excrozuyus in utero

Jlanny nokasBat, ue eKCIIO3ULIMA Ha BAITPOAT in ulero MOXKe 1a MMa HeGIaronpHsTHH €(EKTH BbPXY
MCUXUYECKOTO H (PHIMYECKOTO PA3BUTHE HA NELATA, M3N0KEHH HA TAKABA EKCIIO3HLUMS. PHOKET OT
HapyIICHHS B PA3BUTHETO HA HEPBHATA CHCTEMA (BIJIKOUYMTENTHO Ay TH3BM ) H3MJIEXK A € JO303aBUCHM,
ROTATO BA/INpOAT C€ H3MO/I3Ba KAaTO MOHOTepanus. Brnpeku ToBa, nparorata 103a, N0/ KOATO PUCKBT
HE CHUICCTBYBA, HE MOXKE /1a C€ YCTAHOBH Bb3 OCHOBA Ha HAJIMYHHUTE AaHHU. KoraTto Baimpoar ce
H3MI0/I3B2 KaTO NOJUTCPANHA C APYTH aHTHETTWIENTHYHH JIEKAPCTBEHH NPOAYKTH, PUCKBT OT
RAPYWICHHA B PA3BUTHETO HA HCPBHATA CHCTEMA B MOKOIEHHETO CBILO 3HAYHTETHO CE€ YBEIMYABA B
CpaBHEHHE C TO3H MPH Jeua OT obLaTa nonynaLUHs WK POAEHH OT HENEKYBAHH MAKNKH C eTHIerICHs.
TOYHHAT PHCKOB recTalMOHEH NepHO 3a Te3u eeKTH € HECHTYPEH U Bb3MOMKHOCTTA 3a PMCK 110
BpeMe Ha I1sinaTa OpeMEHHOCT He MOXe 1a ce U3KITIOYM.

Koraro Basinpoar ce npuiiara KaTo MOHOTEpan#s, NPoy4BaHus NPK AU B peayYUIHIIHA BB3PacT,
H3JIOKCHH Ha €KCMO3HLIHA Ha BAINPOAT in ulero 10O BpeMe Ha OpeMEeHHOCT NMOKa3BaT, Ye B 10 30-40%
OT Clly4auTe c¢ Habalogara 3abaBsiHe B TAXHOTO PAHHO Pa3BUTHE KATO: rOBOP, NO-KBCHO MPOXOXKIAAHE,
NO-HHUCKH HHTEJIERTYATHH CMOCOOHOCTH, IOMIH €3MKOBH YMEHHS (FOBOpPEHE U pa30upaHe) u npobneMu
C MaMeTTa.

Koedpuumnent 3a unrenurenrroct (IQ), olieHeH npu nena Ha 6 roaAHHH ¢ aHAMHe3a 3a CKCMO3ULHA Ha
BTNPOAT 11 utero, € cpeaHo 7 - 10 MmyHKTa No-HUCHK OT TO3H NPH Jella, KOWTO ¢a H3I0KEHH Ha ApYTH
AHTHENHIENTHYHH NPOAYKTH. FMa nokasatencTsa npu neua ¢ eKCno3HUKMS Ha BaNmpoar, 4e pHCKBT OT
HapylIaBaHe HA HHTENICKTa MOXe Ja Ob/ie HE3aBHCHM OT Koe(HLMEHT Ha uHTenurenTHocet (IQ) Ha
MaHKaTa, BbIIPEKH Y€ PONATA Ha CMYILABAILINTE (GAKTOPH HE MOXKE 14 CE U3K/TIOUH NpU aena.

HaHHHTE MO OTHOLIEHHUE Ha ALATOCPOYHHMA M3XOJ Ca OrPaHHUYEHH.

HanuuHuTe 1aHHU OT MonynauMoHHO Ga3sHpaHo M3NUTBAHE MOKA3BAT, Ye AelaTa ¢ eKCIIOZHIIUS HA
BaNMpoat i uiero ca ¢ NOBULICH PUCK OT pa3sCTpoOiCTBA B Ay THCTHUYHHS CTIEKTBP (MPUBIM3UTEHO 3
NbTH) U NETCKH AYTHU3bM (OKOJIO 5 ITbTH) B CpaBHEHHE C NMOMYAALMATA HA Te3H 6e3 €KCIO3ULUHUSA B
NpPOY4BaHETO.

Hanu4HUTe JaHHU OT APYTo MOMyNAaLMOHHO Ga3MpaHO U3NMTBAaHE MOKA3BAT, Ye AeilaTa H3NO0KEeHH Ha
€KCMO3NLMA Ha BAINPOAT i1 ulero ¢a ¢ MOBULIEH PHCK OT Pa3BHTHE HA CUMITOMM KaTo AcbUUMT Ha
BHMMaHHETO/XHMEePAKTHBHO pa3cTpoiicTso (attention deficit/hyperactivity disorder, ADHD)
(mpudnusuTenHo 1,5 MbTH) B cpaBHEHWE ¢ MONYIALMATA HA TE3H 63 EKCTIOIULIUS B [po

Heya om scencki not, 0eeotiku u xcenu ¢ demepooen ROMEHYUAT (8. RO-20pe U M “
CpeactBa chabpkKalIH €CTPOreH, BKITHOYUTETHO CBHABPKALLH €CTPOreH XOPMOHATHH [KRHIPZ

KOHLICHTPALMA Ha BAINPOAT H Bb3MOXKHO HAMaJIABaHe Ha €(heKTHBHOCTTA HA BANMp
H4.5)

i . 4




Axo xcenama nranupa bpemennocm

3a MoKa3aHHETO ENWIETICHS, aKO JKEHATA IUTaHKpa J1a 3abpeMeHee, TepanuaTa ¢ BAJINpOAT TpsAbBa 1a ce
MPEOLCHH OT CIICUHATIMCT ¢ OTHUT B JICYEHHETO HA eNWIETICHA H 1a ce OOMMCIIAT aTepHATHBHH
BBE3MOXHOCTH 3a JieucHHe. TpAbBa fa e nonoxar BCHUKH YCHHA, 3a Aa ce PEMHHE Ha TOAXOIAILO
ATTCPHATHBHO JICHCHUE NPEJH 3aUEBAHETO H NIPE/IH NPEKPATABAHE HA KOHTpaLENUUATa (BX. Touka 4.4).
AKO CMSHAaTa Ha JICYEHHETO HE € BB3MOJKHA, XKeHaTa TpAGBa a MOSyUM AOTBIHHTEIHA KOHCYTaLMA
OTHOCHO PHCKOBETE C BANIPOAT 32 HEPOACHOTO ACTE B NOAKPeENa Ha HHPOPMHPAHOTO i B3eMaHe Ha
PELICHHE OTHOCHO CCMEHHOTO TUIaHUPAHE.

bpemennu xcenu

AKO XeHa, KOATO Ce JIEKYBa C BaINpoar, 3abpeMeHee, T TPAOBA He3aBaBHO N2 Ce HACOUH KM
CMICLMANHCT, 32 11a c€ OOCHAAT ANITEPHATHBHH BB3MOXHOCTH 3a Jieuenue. [To BpeMe Ha GpemMeHHOCT,
TOHHYHO-KJIOHHYHHTE I'bPYOBE IIPY MAaHKAaTA H €IWIENTHUYEH CTATyC ¢ XHITOKCHS MOTAT Ja HOCHT
OIPENEIICH PHCK OT CMBPT 3a MakKaTa H IU1o/a.

AKO, BRIIPEKH H3BECTHHTE PHCKOBE ¢ BANMPOAT IPH GPeMEHHOCT U ¢liel BHUMATETHO OGMUCIISHE Ha
AIITEPHATHBHO JICUCHUE, NPH U3KTIOUMTENHH 06CcTOATE/ICTBA OpeMeHHaTa XkeHa TpsbBa 1a nomyyasa
Ba/IMpOoAT 3a €MNUNENCHS, IPETIopBbYBa CE 1A

®  Ce H3MO/I3Ba HaH-HHUCKATa ePeKTHBHA [I03a M [1a C€ pa3fesis IHeBHATa 1034 Ba/lITpOAT Ha
HAKOJIKO MaJTKH 103H, KOMTO TpAOBa 1a Ce MpHeMar npe3 uenus aeH. Ynorpebara Ha
NEKapcTBEHa (POPMa C YABDKEHO OCBODOKAABAHE MOXKE /12 € 32 NPEANOYHTAHE npea ApyrH
IEKapCTBEHU (POPMH, 32 N1a ce U3GErHaT BUCOKH MAKCHMATHHU TU1a3MeHH KOHLEHTpaLuH (BK.
TOYKa 4.2).
Beuuku mauMeHTKH ¢ eKCIIO3ULIMA HA BAITIPOAT IO BpeMe Ha OpEMEHHOCT H TEXHUTE NAPTHLOPH TPAOBA
fla Ob1AT HACOUEHH KbM CTICUHAIHCT C ONHT B TEPATONOIUATA 34 OLIEHKA U KOHCYATHAPAHE OTHOCHO
€KCNOHMpaHaTa OpeMeHHOCT. Tpsabpa 1a ce H3BbpIIBA CELMAN3NPaH NPeHATAIEH MOHHUTOPHUHT 32
OTKpHBAaHE Ha BL3MOXKHA MT0AABA HA Je(DEKTH HA HEBpaTHATA TpEOa WK APYTH Man(popMalHu.
Ipuemaneto Ha 106aBKH ¢ PonHeBa KMCENHHA NpeaH GPEMEHHOCTTA MOXKE 2 HaMaTH pHUCKa OT
AeQeKTH Ha HeBpaiHaTa TphOa, KOUTO MOFAT JIa Ce MOABAT MPH BCAKA opemenHocT. HanmunuTe nanHu
odaue, He npenonarar, ye GorreBaTa KUCEIMHA PeAOTBPATABA NOABATA Ha BPOAEHH ¢PEKTH HIH
MasIopMali NOPaaH €KCIIO3ULMA Ha BAJIIIPOAT.

Puck 3a nosopodenomo

- MHoro pAako ca AOKIaABaHU CllyuaH Ha XeMOPard4eH CHHAPOM MPH HOBOPOACHH, YHHTO
MaHKH ca PHEMAJTH BANNPoaT 1o Bpeme Ha GpemeHHocT. To3n xeMoparuueH CUHAPOM €
CBBP3aH ¢ TPOMOOUMTONEHUA, XUNOHUOPUHOTEHEMHUSA H/WIIH 10 HAMANABaHE Ha ApYTH (pakTopu
Ha KPLBOCBHCHPBAaHETO. APUOPHHOreHEeMNS € IOKIABAHA ChIUO H MOXe 1a ObJe ¢ daTaneH
n3xol. To3u xeMoparnyen cHHAPOM, obade, TpAOBA Aa ce pa3rpaHHyM OT HAMAIABAHETO HA
BHTaMHH K-3aBucumuTe dakropy, HHAYLHpaHW OT BeHOGapbUTANT H eH3UMHH HHAYKTOPH.
CnenosaTenHo, 6pos Ha TPOMBOLMTHTE, HHBOTO HA ¢ubpHHOreHa B niasmara, KoarynayHoHHH
TECTOBE W (DAKTOPH Ha KPBBOCHLCHPBAHETO TPAOBA 14 € H3C/1eABaT [PH HOBOPOAEHH.

- Cllyyan Ha XHIIONTMKEMHS ca OHIIH 10KIaJBAHH NIPH HOBOPOIEHH, YHUTO MaiiKH ca npuUemany
BAINIPOAT 10 BpeMe Ha TPETHs TPUMECTBP OT OpeMeHHOoCTTa

- Cirydan Ha XHIOTHPEOHANIBM ca GUITH IOK1a1BaHM TIPH HOBOPOAEHHU, UHMHTO Maiiku ca
MpUEMaJlH BaIpoAaT Mo BpeMe Ha OpeMeHHOCTTA.

- CHHZIpOM Ha OTHEMAHETO (B HACTHOCT BE30Y/A, pasapasHUTEAHOCT, CBPBXBBL30OY AUMOCT,
HEPBHOCT, XHIICPKHHE3HA, HADYLIEH TOHYC, TPEMOP, KOHBYJICHH W HAapYILIEHHS HA XpaHeHeTo)
MOJKE 21a C€ NOABH NPH HOBOPOJEHH, YHHTO MAKKH Ca NPHEMAIN BATTIPOAT 10 BpeMe Ha
MOC/IEAHHA TPUMECTEP OT OPEMEHHOCTTA.

Mubike H NOTEHIIHAIEH PHCK OT Pa3CTPOCTB2 Ha HEBPOJIOTHYHOTO Pa3iBUTHE NPH
Oaiy ca IeKYBAHM C BANNPOAT npe3 3-Te Mecena NpeIn 3auesaHeTo.

)
PeTpocnekTHBHO 00CepBaALIMOHHO MPOyUBaHE B 3 CKAHAMHABCKH AbPIKABH MOKa3Ba HoMllE

- : C.
pa3CTPOHCTBA HA HEBPOIOTHHHOTO pa3uTHe (neurodevelopmental disorders, NDD)\hips
| I-roauiusa Bb3pacT), UHHTO Galllk ca IeKyBaHH ¢ BANNPOAT KaTo MOHOTEparnHs- npéQ\S'




ApCAH 3a4CBAHCTO, B CPABHEHHE ¢ AeLlaTa, YHHTO Dally ca NeKyBaHH ¢ TaMOTPHXHH WK
JICBETHPALIETaM KaTo MOHOTeparus, ¢ 0000LIEHO KOPHTHPAHO ChOTHOLIEHMe Ha pHcka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuat kymynatueeH puck ot NDD BapHpa mMexay 4,0 % n 5,6 % B
rpymara Ha BaJnpoar cnpsamo mexay 2,3 % w 3,2 % B koMOuHHpanarta rpyna Ha
NTaMOTPIDKMH/IEBETHpaLeTaM. [IpoyuBaHeTo He € JOCTATBYHO MainabHo, 3a 13 ce H3C/IeIBa BpPb3KaTa
ChC crelH$UYHH noaTunobe NDD, a orpaHHYeHHATa HA NPOYUYBAHETO BKJIIOYBAT MOTEHLIMATHO
»3aMBIIBAHE", CBBP3aHO C MOKA3AHHMETO H Pa3NUKH BHB BPEMETO Ha NpOCIEAABAHE MEXKITY IPYIHUTE C
eKCro3uiua. CpeqHOTO BpeMe Ha NMpocnie/isiBaHe Ha JeuaTa B rpynara ¢ BaIIpoar BapHpa Mexay 5,0
n 9,2 rogund B cpaBHenue ¢ 4,8 U 6,6 rOAWHM 3a AenaTa B rpyHaTa ¢ NaMOTPUXKHH/IEBETHPALIETAM.
Karo usino e Bb3Moxer nosruen puck or NDD npu aeua Ha 6atus, NeKyBaHH ¢ Bannpoar npe3 3-te
MéCeLa NpeiH 3a4€BaHETO, HO MPUYHHHO-C/ICACTBEHATA BPB3Ka ¢ ynoTpe6ara Ha Bannpoar He e
NOTBEp/cHa. OCBEH TOBA B MPOYYBAHETO He € olieHeH puckbT of NDD npu nena, yuuTo 6atmu ca
CIIpENTH IpHEMa Ha BANIMpOAT NOBEYE OT 3 MeceLa IPeIH 3a4eBaHeTo (T.€. € Bb3MOXKHA HOBA
criepMaToreHesa 63 eKCrno3uLMUsA Ha BAJINPOar).

Karo mpeanasna Mapka, npeanucBaliMTe JIekapy TpsAOBa na HWH(QOPMHPAT NALMEHTHTE MBXKE 33 TO3H
MOTEHLMAIEH PHCK U 112 0OCHAAT HEOOXOAUMOCTTA OT eheKTHBHA KOHTPALELMS, BKIFOYHTETHO 32
MAapTHHEOpKATa, N0KATO H3MOI3BAT BAINPOAT U NMOHE 3 MeCELA Cliell MPEKPATABAHE HA JIEYECHHETO (BIK.
To4Ka 4.4). [laupeHTHTe OT MBXKH MO He TPsAOBa Ja 1apaBaT cliepMa no BpEME Ha JICYEHHETO H B
NPOABJDKEHHE HA MOHE 3 MeceLa Cnen npekpaTsBaHe Ha JIeUeHUeToO.

[latlneHTHTE MBiKe, JIEKYBAHH C BANNPOAT, TPSIOBA PEAOBHO J1a CE NPErexKaaT oT NEKyBalIus
FA JICKap, 3a a ce NPEeUEHH Nany BaafpoaThT € HAH-MOAXOAALLOTO JeueHHe 3a TIX. 3a
MaLUUEHTH OT MBXKKH M0J1, KOUTO MIaHHPAT J1a 3a4eHar JieTe, TpAOBa a ce OBMHCAT U J1a ce
OOCBAAT € TAX MOAXOASALIH AJITEPHATHBH Ha JICHEHHETO. BbB BCEKM OTaEIEH cnydak Tpsabea na
C€ MPEUECHAT HHAUBUAYaNHUTE obcTosTencTBa. [IpenopbuBa ce npu HeoBXOAMMOCT Aa ce
MOTBPCH CHBET OT CMEUHANIUCT C OMUT B JieUEHHETO HA €NHIETICHS.

KnpMene
ExckpeunsTa Ha BANpPOAT B KBPMATA € HUCKA, ¢ KOHLIGHTPALIHS Mexay 1% no 10% ot cepymuuTe HuBa

Ha MaHKaTa. Bb3 OCHOBa Ha IMTepaTypHHA U KIHMHHYEH ONMT, KbPMEHETO TPAOBa 1a ce rpepasrieaa
KaTo ce B3eMe MoA BHUMAaHHKe npodidia Ha besonacHocT Ha Jlenaxux 400 mg npax v pa3TeopuTeN 3a
HH)KCKLIMOHEH Pa3TBOP, 0COOEHO XeMaTONOMHUHHTE HapylueHHs (Bx. Touka 4.8 Hexenanu NIEKapPCTBECHU
PEaKLHK).

Tpadea na ce B3eme pelleHHe OTHOCHO CMIMPaHE HA KbPMEHETO WK NpeyCTaHOBABAHE/OrpaHUYEHHE Ha
neuenyeto ¢ Jlenakun 400 mg npax u pa3sTBopHTeN 32 HHKEKLIMOHEH PA3TBOP, KATO CE HMAT [peaBHA
MOJ3HUTE OT KbPMEHETO 32 JISTETO M NMOA3aTa OT JISUSHUETO 3a MaiiKkara.

PDepTHAHTET

Hma cboOuteHHd 3a aMeHOpes, MOIMKHCTO3HA AHUYHHLM H YBEIHYEHH HHUBA HA TECTOCTEPOHA NPH
JKEHH, [IPHEMAJTH Bannpoar (BXK. Touka 4.8). [IpunaraneTo Ha BaInpoaT MOXKe ChiO 14 Hapy LK
bepTHMTETA MU MB3Ke (BK. Touka 4.8). HapyleHusta Ha depTHANTETA B HAKOM CllyYal ca
oOpaTHMH Hal-MaJIKO 3 Mecena cliea MpeycTaHOBABAHE Ha JIEYEHHETO. Orpannuen Opoii 0K1a1BaHY
Cllyday rnpeanoiarar, 4€ 3Ha4MTe/THO HaMaJIABaHe Ha J03aTa MOXke Aa NnoaoGpH depTHiuTeTa.
Bbrpeku ToBa, B ApYTH ClyyaH, HAMa JaHHH 3a 06PaTHMOCT Ha GE3ILI0AUETO [PU MbHKE.

4.7 EdexTH BbpXy cnoco0HOCTTA 32 IodHpaHe H paboTa ¢ MAWHHN
[TaumenTute TpadBa na 6baaT NpeayNpescHH 3a PHCKA 0T CHHAMBOCT, 0COGEHO B ciyvau Ha
MPOTHBOIbPHOBA MOTHUTEPANHS HIIM B KOMOHHALUSA ¢ OeH30a1a3enuHH (Bxk. Touka 4.5 Jlpyru
B3aUMO/ICHCTBHS ).

4.8 Hexe1aHH JleKAPCTBEHH peaKlMH

WM3nonssana e cneanata CIOMS knacupuKanHs 33 4€CTOTA HA HEKETAHHTE JICKAPCTB

MHoro uectH (=1%); yecTn (>1% u <10%); HeuectH (20,1 u <1%); pearn (0,01 u <
peakH (<0,01%), ¢ HeH3BeCTHa YecTOTa (OT HATMUHUTE AaHHH HE MOYE Na Ob e Hanpa




Bpooenu, pavunnu u 2enemuunu napywenus (6xc. moyxka 4.6)

Hapywenus na xpvenama u numgnama cucmema

HecTH: aHeMus1, TpOMOOLIMTONEHUA (BX. TOUKA 4.4)

HeyecTu: maHUMTONEHHA, IEBKOTIEHHS

PeIku: HEOCTATHEYHOCT HA KOCTHHMA MO3BK, BRITIOYMTE/HO YHCTA arliazus Ha YE€PBCHWA KPBBEH pef,
arpa”HynoLMTO3a, MaKpOLIMTHAa aHEMHA, MaKpOLIMTO34

Hzcreosanus

PeKH: NOHWKEHH HUBA HA KOAryTaLHOHHUTE ¢bakTopu (IMOHE Ha €AMH OT TAX), OTKJIOHEHMS B
KOAryIauHOHHUTE TECTOBE (HANpHMeEp YAb/KEHO NPOTPOMOHHOBO BPEME, VIBDKEHO AKTUBHPAHO
NapLUuanHO TPOMOOIIACTHHOBO BpEME; yAIKEHO TPOMOGUHOBO BpeMe; YBeIHYEH INR) (Bk.
TOYKH 4.4 u 4.6), HeAOCTUT HAa OMOTUH/OMOTHHIIA32

C HeH3BecTHa YeCTOTA: MpUAOGHTA aHOManusa Ha Pelger-Huet*

*CpobiLasa ce 3a npunobuTa aHoManus Ha Pelger-Huet B cityuan che 1 663 MHeIIOIMCLIACTHYCH

CHHIPOM,

Hapywenw na nepenama cucmema

MHoro uectu: TpemMop

HecTH: eKCTpanipaMHIHH HapYLUEHHS, CTYNOP*, COMHOJIEHTHOCT., KOHBYJICUU*, HapylLIEeHHS B
NaMETTa; T1aB0OOIHE; HUCTATbM; HAKOIKO MHHYTH CJIEl HHTPABEHO3HA WHXKEKLIMS MOKE 12 HACTBIM
3aMauBaHe (P HHTPABEHO3HO NPUIIOKEHHE, 3aMasHOCT, MOKE 1A CE MONYUH 33 HAKOJTKO MHUHYTH U
OOHKHOBEHO H34€3Ba CMIOHTAHHO CJIEA HAKOJIKO MHHYTH)

Heyectu: koma*, eHutedanonatus*, neraprus*, obparum [MAPKHHCOHU3BM, aTaKCH, NApecTe3ns
HeuecTn: yTexHeH! KOHBYIICHH (BXK. Touka 4.4)

Peaku: obpaTriMa emeHLHs CBbp3aHa ¢ obpaTuMa Lepebpatta aTpo(usA, KOTHUTUBHH HapyiLEeHUS
*CTynop H neTaprus, BOAEIH MOHSKOra A0 NPEXOIHA KOMa/eHlleanonaTus; Te ca SHWIM CaMOCTOSTETHH
HWIH CBBP3aHU € TIOBHILIABAHE YECTOTATA HA MbPUOBETE B X0 Ha TEPANHATA, H HAMAJIABAT NPH CIIUPAHE
Ha JICYCHHETO WK MOHIDKaBaHE Ha 103aTa. Tesu ciry4an Bb3HUKBAT Hal-4eCcTO NMpU KOMBHHUpPaHa
Tepans (No-crieLHanHo ¢ GeHobapOHTAn WK TOMMpPaMAaT) WK C/le BHE3AMHO YBEJIHYABAHE HA JO3HUTE
BATIpOAT.

Hapywenus na ovume
Penxu: aunnonus

Hapywenua na yxomo u nabupunma
HecT: rimyxora

Pecnupamopnu, 2pvonu u meduacmunainu napyuenus
Heuectu: nnespanen u3nus (eo3uHoduen)

Cmomauno-upesnu napyutenus
MHoro uecTH: raaeHe*

HecT#: moBpblLIaHe, BL3MANCHUA HA BEHLIMTE (OCHOBHO XUIIEPIIA3HA HA BEHLIUTE)}, CTOMATHUT, O0JIKA B
ropHata HacT Ha KopeMa, IHapHs Y€CTO Bb3HHUKBAT NPH HAKOH MAUHEHTH B HAYAJIOTO HA JIEUYEHHETO, HO
OOMKHOBEHO H34€3BaT cie/l HAKOAKO AHH Oe3 NPEeKpaTaBaHe HA JICUEHHETO

*HaOmonaga ce cbL1o HAKONKO MHHYTH cnen HHTPaBEHO3HO HHXKCKTUPAHE CbC CIIOHTAHHO 3aTHXBAHE B
PAMKHTE HA HAKOJIKO MUHYTH

HeecTu: maHKpeaTHT, MOHSKOra ¢ (aTaneH HIXoA (BXK. TOUKA 4.4)

Hapywenist na 6vopeyume u nuxounume nomuya
HecTn: ypuHapHa HHKOHTHHEHLIMS

HeuecTu: 6u0pedHa He10CTATHYHOCT

Peaku: enypesa, TyOynouHtepeTuiManen uedpur, obpatum cuHapom Ha Fanconi, Ho »
ACHCTBUE OLIE HE € ACEH




Hapywenus na koxcama u nodxoxcnama noxan

HecTn: cBpBLXYYBCTBUTENHOCT, IPEXOAHA W/HITH 10303aBUCHMA aAJIONELH, HApYLIEHUA HA HOKTHTE U
HOKBTHOTO JICTJIO

Heuectu: anrnoenem, obpus, HapyieHHs Ha KOCbMa (KaTo HeoGHYaiiHa CTPYKTYpa Ha KOCHbMa,
MPOMEHH B LIBETa HA KOCBbMa, HEOOHYaeH pacTex Ha KocaTa)

Penku: TokcHuHa enuaepMania HEKpoIK3a, CHHAPOM Ha Stevens-Johnson, epHTEMa My TTU(POpME,
CHHAPOM Ha JIEKapCTBCH 00pUB ¢ e03HHOQUINA U cHcTeMHH cumnToMH (DRESS)

C HEM3BECTHA YECTOTA: XMIEPNHIMEHTALUS

Hapywenust na MyckyIHo-cxeremuama cucmema u CheOuHuUmeHama nvkan

Hedectu: HamaieHa KOCTHa MUHEPATHA TUTETHOCT, OCTEONEHHS, OCTEOMNOpPO3a U (PPaKTypH NpU
NMALHCHTH Ha MPOABLIIKMTENHA Tepanua ¢ [lenakuH. MexaHu3meT, 1o koiTo Jenakud nosausea
KOCTHHA MeTabOJIM3BM, HE € YCTAHOBEH

Penku: cHcTeMen symnyc eputeMatosyc (Bx. Touka 4.4), paGaomuonusa (Bx. TOUKa 4.4)

Hapywenwn na endoxpunnama cucmema

Heuectu: cunapom Ha HapyweHa cekpeuns Ha AJIX (SIADH), XHITEPAHAPOTeHU3IBM (XMP3YTHIBM,
BUPWIH3BM, AKHE, MBIKKH THIT ANCTIELMS W/UITH YBEJIMYEH aHAPOreH)

Peaxu: xunotupeonanssm (Bx. Touka 4.6)

Hapywenus na memabonuzma u xpanenemo

Hectu: xumoHatpHeMus, yBenuueHo Terno*

* IToBHLIEHOTO TeNeCHO Terno TpabBa na 6bae BHHMATETHO NpocnenaBaHo, Tbit KaTo e ¢akrop 3a
MOMUKHCTO3EH OBAPHANIEH CHHAPOM (BX. TOuKa 4.6)

Penxn: xunepamonneMus™ (Bx. Touka 4.4), 3aTrbeTaBaHe

*BB3MOKHO € J1a HACTBITAT C/Iy4ad HA H30JIMPaHa UK yMEpEeHa XHUMEepaMOHHEMHSA O€3 IPOMSHA B
4€PHOAPOOHHTe PYyHKLIHOHATIHK TECTOBE M TOBA He TpAORa na 6bue NMPHYHHA 3a NpeKpaTaBaHe Ha
TepanusiTa. ChoOLABAHO € W 3a XUIIEPAMOHHEMHS, CBBP3aHa C HEBPOJIOTHYHYA CUMNTOMH. B Takuga
C/lydan, € HeoOXOMMMO Ja ce OOMUCTAT AONMBAHUTENHH U3CASABAHHUS (BX. ToukH 4.3 U 4.4
Hapyluenuns B ypeHHHs KB H PHCK OT XHepaMoHemus H HalmeHTy ¢ PHCK OT
XUMTOKapHHTHHEMMHA ).

( HEeM3BECTHA YECTOTA: XUIIOKAPHUTHHEMHUS (BXK. TOUKH 4.3 U 4.4)

fleonaazvu - 0o6poxauecmeen, 310xauecmeen u Heonpedeienu (BKAOUUMENTHO KUCTU U HOAUNY)
Penku: MHenoaucnIacTUYeH CHHAPOM

Cwoosu napyruenist
Hectu: xemoparus (Bx. TOUKH 4.4 u 4.6)
HeuyecTu: Backynut

Obwgu Hapyruenua u egpexmu Ha MICMOMO 1a npLtoxcerue
HeuecTn: XHnoTepmus, HeTEKbK niepHdepeH eaem

Xenamobwiuapru napyueniu
HecTu: 4epHOAPOOHH YBpexKaaHHA (BK. TOUKa 4.4)

Hapywenwsi na ev3npouséooumennama cucmema u 2epdama

Yectu: aucmerHopes

HeuecTu: ameHopes

Peaku: Oe3nnoaue npy Mexke (BkK. TOUKA 4.6), NOJUKHUCTOZHH SMYHHIH

Hewuunu napyuenus
HecTH: cbeToAHHE HAa O0BPKAHOCT, XAMIOLMHALIMK, arpecus*, akuTanua*, HapyLIEHO BHU
Peaku: abHOopMHO noseaeHue*, MCHXOMOTOPHA XUITEPAKTUBHOCT, HapyuweHa ¢rnocobHo
o0yueHue*

*Te3u HekeTaHU JIeKAPCTBEHH PEaKIIMU ¢a HaGJII0aBAHH OCHOBHO NpH NeaHaTpHyYHaTA




Bausnue 6vpxy aabopamophu u OuazHoCmuyHy U3CAe06anus

ToH kaTo Bannpoar ce oTAeNA OCHOBHO Nipe3 HLOPELHTE, YACTHYHO MO dopmata Ha KeTOHHHU Tena,
PE3YATATET OT HANpPaBEHUA TECT 32 OTACICHUTE KETOHHH T€J1a MOXE a € NMOABESKIAALLL IIPH MAUUEHTH C
nuaber.

llegnaTpnyna nonyaauus

[popurbT Ha Ge30MaCHOCT Ha BAJIMPOAT B NEMATPHYHATA HOMY/IALHA € CPaBHHM ¢ TO3U MpH
BB3pacTHH, HO HAKOM HEXEITAHH PEAKIINM Ca NO-TeKKH WK ce HabmoaaBaT rMaBHO B MeJHaTPUYHATA
nomynauus. ChbulecTBYBa 0COGEH PHCK OT TEXKKO YEPHOAPOOHO YBpExKIaHe MPH KbPMAUYE€Ta H MaNKU
Aena, 0COOEHO Ha BB3PacT 110 3 rofiMHy. MajKkure Aelia ChIlo ca H3JIOKEHH Ha 0coBeH PHCK OT
MaHKpeaTHT. Te3n pHckoBe HaMaNABAT ¢ yBeMUaBaHe HA BB3PacTTa (B, TOYKA 4.4). IlTcuxnynm
Pa3CTPOHCTBA KATO arpecHs, Bb30yaa, HapylLUeHHe Ha BHUMAHHUETO, HEECTECTBEHO OBEOECHHUE,
CHXOMOTOPHA XMNEPAKTHBHOCT M HApYLIEHa CIIOCOOHOCT 3a 00yyeHHe ce HabMOAaBaT IIaBHO NPH
neaHaTpUYHAaTAa NOyJailus.

Cro0uiaBane Ha HeXeJTAHH PeaKLHAN

CbobilaBaHeTo Ha NMOJO3HUPAHH HEXKENAHH PEAKLMH Ce/l pa3pellaBane 3a ynorpeba Ha nekapcTBEHHS
MPOIYKT € BaXkHO. ToBa Mo3BoJIARA A2 MPOABIDKN HAOMIONEHHETO Ha ChOTHOLLEHHETO MOJI3a/PUCK 33
NCKApPCTBEHUA NPOAYKT. OT MEAMUMHCKHTE CNELIMATTUCTH CE M3UCKBA 1a ChOGIIABAT BCAKA
MOJO3MpaHa HeXKelaHa peakuus upes:

M3neaHMTENIHA areHUnd 10 JieKapcTBaTa

ya. ,,Jlaman I'pyes” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yeOcainT: www.bda.bg.

4.9 Ilpeno3npaue

[IpU3HAaLIKH U CHMITTOMH

[IpusHaumTE HA OCTPO MACHBHO MpeJo3HpaHe OOHKHOBEHO BTIOUBAT KOMA C MYCKYJTHA XHIIOTOHHS,
XUNopeICKCH, MHO3a, HADYILIEHA JHUXaTeNHa QYHKLMS, MeTabOHTHA alKa03a, XUNOTOHHA U
LIMPKYTaTOpEH KONanc/uox.

(el MaCHBHO MPEeI0O3MPaHe ca HACTBHIBAIM CMBPTHH CITYYAH; BBIIPEKH TOBA, OOHKHOBEHO U3XOIBT €
bnaronpusTeH.

CuMmrrromure obaue MOraT Jia Bapupar M ce ¢hobliasa 3a I'bPYORBE MMPH MHOIO BUCOKH N/IAZMEHH HHBA.
Cpobiuasa ce 3a cyyaH Ha iI0BHIIEHO HHTPAKPAHHAIHO HAJIATaHE, CBBP3aHO ¢ MO3BYEH OTOK.
HanuuueTo Ha HaTpuii B CheqUHEHUATA C BA/INIPOAT MOKE 12 NOBE/E A0 XHIEPHATPHEMHSA B CTYYauTEe Ha
nMpeao3upaHe.

OBnangpaHe
B cryuait Ha npenosupaHe ¢ Bannpoar, BOEILO 10 XHNEPAMOHEMHS, MOKE [1a ce MPHIOKH KapHHUTHH
HHTPABCHO3HO, 32 J1a C€ HOPMaJIM3HPAT HHUBATa HA AMOHAKA.

5. G®APMAKOJIOTr'HYHU CBOHCTBA

3.1 dapmakoaHHAMHYHH CBOHCTBA

PapMmakoTepaneBTHYHa rpyna: [poTuoenuienTuyunu cpeacTsa
ATC xon NO3AGO]

EdexTsT Ha RaNNpoaT € riaBHO BBPXY LIEHTpaTHATA HEPBHA CHUCTEMA.
Te3u aHTHKOHBYICAHTHH CBOHCTBA AEHCTBAT NPH PATUYHK MOAEH KOHBYJICHH TIpH
€NHIENCHH TIPH Xopa.




ExcnepuMeHTaTHH U KIMHMYHM NPOYYBaHHA Ha BaJMpOaT MOKA3BaT JiBa BUAa MEXaHU3bM Ha
ACHCTBUE:

[IbpBUAT € npsK GapMaKkoIorMueH edekT, CBbp3aH ¢ KOHLIEHTPALIMUTE Ha BAJINIpOAT B ILTa3MaTa M
MO3bKa.

BTOpHAT € HHAHPEKTEH U Hal-BEPOSTHO € CBBP3aH ¢ METabONUTHTE Ha BaJIMPOAaT, HAMHPAIIH Ce B
MO3BbKa, H3MCHEHUA B HEBPOTPAHCMHUTEPHTE HITH AHPEKTEH MeMOpaHeH edekT. [IpueTa € xunoresara
3a yBe/iMvaBaHe HUBaTa Ha GABA cnex npuem Ha Banmnpoar.

BannpoarsT HamasisBa MpoaBKUTENHOCTTA HA MHTEPMeIHEpHAaTa $a3a Ha CHHS C ¢IHOBPEMEHHO
yABJDKaBaHE Ha OABHOBBITHOBHSA ChH.

3.2 @apmMaKOKHHETHYHH CBOHCTBA

PasnpeneneHHe

[IpemrHaBaHe npe3 naauenTarta (Bx. Touka 4.6).
Bannpoat rpeMHHaBa 1pe3s riiaueHTapHaTa 6apuepa KakTo NpH >KMBOTHH, Taka H NpH Xopa.
- llpH XHBOTHHTE, BaNNpoaT NpeMHHABA NP3 FUIALEHTaTa B [0106Ha CTeneH KaTo MpH Xopara.
- Haxonko nybnukauun ca M3CnefBaTH NPH XOpa KOHUEHTPAlWHTE Ha BaINpoaT B MbMHATA
BPBB Ha HOBOPOACHH NPH paxkaaHe. LepyMHUTE KOHLIEHTPALHH HA BAJIIIPOAT B ITHIIHATA BPBE,
OKa3Balk TE3H BBB (peTyca, ca NonoOHH WIH JIEKO 3aBMILEHH B CPAaBHEHME C TE3M Ha
MaHKara.

MeTabosu3BM

Paznu4Hu GapMakOKMHETHYHH NPOYyYBaHHA NPOBEXAAaHH C BAANPOAT Ca NOKA3AJIH, Ue:

- OHOHATMYHOCTTA HA HATPHEB BAINPOAT fIPHU BEHO3HO NPIIIOKEHHUE € okono 100%.

- 00eMBT Ha pasNpOCTpaHeHHe ce onpenens oT 6bp3 OOMEH MeXy KPbBTA U €KCTpaLenynapHaTa
T€4HOCT. Bannpoat npeMuHaBa B HepeOPOCIMHAIHATA TEYHOCT H MO3BKA.

-BPEMETO Ha MOJTYKHUBOT € OKkono 15 - 17 yaca.

- 38 TEpaneBTHYHA €(PEKTUBHOCT € HEOOX0AMMAa MHHUMAIHA MJIA3MEHA KOH LIEHTpaLKra paBHa Ha 40 -
50 mg/l n Bapupa mexay 40 u 100 mg/l. [Tpu nnasmeuu Huea Haa 200 mg/l nozara TpsabBa na ce
HaMasH.

- IPH MEpOPANHO NpHaokeHHe “steady state” ruia3sMeHa KOHUEHTPALHA Ce JOCTHrA 3a 3-4 qHM; npu
HHAKEKTHOHHO NpUNAraHe ce NOCTHIa 32 HAKOMKO MUHYTH H C€ MOAABPKA ¢ HHTPABEHO3HA HH(Y3HUsL.
- BAINPOAaTHT C€ CBBP3Ba BbB BUCOKA CTEMNEH ¢ [U1Ia3MEHUTE TIPOTEHHH, KOETO ITHK 3aBMCH OT 103aTa U
HACUILIAHETO.

- OCHOBHHAT NBT 3a OHOTpaHchOpMAaliMs Ha BANIIIPOAT € [TOKYpOHUpaHeTo (~40%), npeanMHO upes
UGT1A6, UGT1A9 u UGT2B7.

- HATPHEBUAT BAJINPOAT IMIaBHO C€ EKCKPETHpa Npe3 ypHHaTa ciea MeTabo/TH3HpaHe upes

FIKOKY POKOHIOTauus M OeTa-oKCcHaaLuA.

- MOJIEKY/1aTa Ha BANNpOoaTa Moxke a Ob/1€ AHaNH3HpaHa, HO ¢€ EKCKPETHPa caMo CBOBOIHATA popMa
(npubnuzutenno 10%).

- BA/IIPOAT HC HHAYUMPA CH3IUMHTE OT MeTaboNHTHATA CUCTEMa, BKIIOYBAlLA UMTOXpoM P 450 - 3a
Pa3/IHKa OT NMOBEYECTO APYTH aHTHENMMIENTHYHH CPEACTBA TOH HE YCKOPABA CBOETO COOCTRBEHO
pasrpakjaHe, HHTO TOBA HA APYTH BEINECTBA, HAIP. ECTPOTE€HHU, NMPOrecTePOHU K aHTUBUTAMHH K.

[leouampuynu nayuenmi
Heua Ha Bb3pacT Han 10 roTHMHH M FOHOLIM HMAT KIMPLHC HA BAINPOAT NOA06EH Ha TO3M rnpun
BL3pacTHH. [1pH neanaTpyny nauveHTH Ha Bb3pact noa 10 roadHy cucTeMHUS KJIMPBHC Ha
BA/INPOAT €€ pa3nxiaBa B 3ABHCHMOCT OT Bb3pacTTa. [1pi HOBOpOAEHH 1 KbpMayeTa Ha BBL3pacT 10

2 Mecelta KIIMPBHCHT Ha BAINpOaTa € HaMasleH NPH CPaBHEHHE ¢ TO3H TIpH Bb3PACTHH U € =

BAJIIPOATa MPH KbPMAYETa HAa BB3pacT 0 2 MECeLla 110Ka3Ba 3HAYUTEIHH PAIUKH OT
[lpu neua Ha BB3pacT 2 — 10 roanHH, KJIMPBHCHT Ha BATNpPoaTa € ¢ 50% Mo-BHUCOK O
Bbh3PacTHH.

3.3 IlpeaxJHHHYHM AaHHH 3a Ge3onacHocT




[IpoyuBaHHs NpH KHBOTHH MOKA3BAT, Ye €KCMO3ULIMATA Ha BAJMPOAT in utero BOAU 10 MOPDOIOrHYHH
W/WiH HYHKLIHOHATHH MPOMEHHU Ha CIIyXOBAaTa CHCTEMA NPH IUTHXOBE W MHMIIIKH.

Bannpoat He 1MoKa3Ba NpH aHalIu3 in Vitro MyTareHHOCT HUTO NMpH GakTepHH, HUTO BBPXY KIETKH OT
MHLIK TUMQOM M He UHTYUHpa penapaims Ha JJHK B MbpBHYHH X€NATOLMTHH KYJIITYPH OT abX. In
vivo, obaue, ca Noy4eHH# NPOTHBOPEYUBH PE3YJITATH 33 TEPATOTEHHUTE JO3M B 3aBUCHMOCT OT
HauWHa Ha npunokenue. Cen nepopaiHe NPUIOKEHHE, HAli-4eCcTo U3MNOI3BAHUS HAYMH Ha
MPUNTOKEHHE MTPH XO0pa, BaNNpoaThT HE HHAYLIHpA XpOMO3OMHH abepaliii B KOCTEH MO3BK OT IUThX
W QOMMHAHTHH JIETATHH €(eKTH NpH MHLIKH. HHTpariepMTOHeanHOTO HIKEKTHpaHe Ha BANIIpOAat
NOBHLIABA HAKBCBaHe Ha BepuruTe Ha JIHK v xpoMmo3zoMHH yBpexkaaHus npu rpusaun. B
IONBIIHEHHE, B ITyOJMKYBAHH MPOYUBaHHA € ChOOILABAHO 3a YBETHYEH 0OMEH MeXTy CECTPUHCKHTE
XPOMATHIH [pH TIALMEHTH C €ITHIICNCHUS, PHEMAILIH BANMPOAT, B CPaBHEHHE C HENIEKYBAHHU 31paBH
Y4aCTHHLM. BbIipeku TOBa, H3KIIOUYBAILH Ce PE3YNITATH ca MOIYYEHH IPH CPABHABAHE HA JAHHHTE [pH
[TALMEHTH C CITHIICTICHA, JIEKYBAHM C BaJINpoaT, ¢ TE3H Ha HEJEKYBAHH NALUMEHTH ¢ CHIIETICHS.
KJIHHUYHOTO 3HAYEHHME Ha Te3u pesyaTarH 3a JIHK/XpoMo3oMuTe e Hen3BeCTHO.

HexmuHuyHUTE TaHHK HE MOKA3BaT 0COOEH PUCK 33 XOpaTa B3 OCHOBA HA KOHBEHI[HOHAIHH
MPOYYBAHUSA 3a KAHLEPOTEHHOCT.

Penpodykmugua moxcuunocm

BannpoatrsT HHAYUHpa TepaToreHHH edekTi (MapopMaLK Ha MHOXKECTBO OpPraHHH CHCTEMHM) B
MHILIKH, TUTbXOBE H 3aiUH. OTKIOHEHHUA B MTOBEACHHETO ¢a ChOOIABAHH B HHAUBWIUTE OT NbPBO
MOKOICHHE Ha MHLIKH U MIIBXOBE C/IE1 EKCNO3ULMSA i1 utero. HAkoM noBeteHYeCKH NPOMEHH ca
Ha0JII01aBaHH ChIIO U BbB BTOPO NOKOJNCHHE, a CHLIHTE ¢a G [10-TPY/THO 3a0€TEKUMH B TPETO
MOKOJIEHHE HA MHUILIKH CJIEN OCTPA in ulero eKCMO3ULUA Ha THPBOTO MOKONECHHE HA TEPATOreHHH A03N
Bannpoat. CKPUTHTE MEXAHU3MH U KJIMHMYHATA 3HAUHMOCT HA TC3H OTKPUTHS Ca HEM3BECTHH.

B npoy4saHHs 38 TOKCHYHOCT I1pH MHOTOKPATHO NPHIATAHE €A CHOBILEHH TECTUKYJapHa
JereHepaLHs/aTpOPHs HIIH HAPYILEHHA B CMIEPMATOr€HE3aTa H HAMASBAHE HA TErJIOTO HA TECTHCHTE
NPH BE3paCTHH IUTBXOBE U KYY€Ta C/IEI NEPOPANHO MPHIIOKEHHE B 103H choTBeTHO 400 mg/kg/nen u
150 mg/kg/neH, HaXOAKH B TECTHCHTE, CBLP3aHU ¢ HUBA Ge3 HabmonaBaH HeOnaronpusTeH edekt (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/neu npu Bb3pacTau nasxose u 90 mg/kg/nen
MPH BB3PACTHH KyYeTa.

CpaBHeHuATA Ha rpaHHUMTE Ha Ge3onacHoCT Ha 6a3aTta Ha exkcTpanondpadata AUC npu nnbxose U
Ky4eTa MNOKa3BaT, Y€ MOXKe Ja HAMa rpaHyula Ha 0e30macHoOCT.

[1pH 10BEHH/IHH IUTBXOBE HAMANABAHE HA TETJIOTO HA TECTHUCHTE € HAOIOAABAHO CAMO [Py 103H,
HaZlBUIIABalllH MaKCHMANTHaTa MorockMa Ao3a (0T 240 mg/Kg/neH npu UHTpaNnepUTOHEATHO HAH
HHTPABEHO3HO NPUIOKEHHE), B€3 CBBbP3aHH XUCTONATONOrHYHH npoMenH. He ca HaGmogaBaHu
€(PEKTH BbPXY MBKKHTE PENPOAYKTHBHU OPraHH NPH MOHOCHMH 103H (10 90 mg/kg/neH). Bu3 ocHora
Ha T€3U NaHHH IOBEHWTHHTE )KMBOTHH HE CE€ CUMTAT 34 NO-MOJATIUBH 10 OTHOLLIEHUE HA HAXOIKM B
TECTHCHUTE, B CPABHEHHE ¢ BB3PACTHHUTE. 3HAYEHHETO Ha HAXOIKHTE B TECTUCHTE 3a NeIHATPHUHATA
NOMYJIALIMA HE € U3BECTHO.

B npoyuBaHe 3a (pepTHAMTETA NIPH [IbXOBE, BAIMPOAT B A03H 110 350 mg/kg/nHEBHO He NOBNHABA
PENpOIYKTHBHATA (ByHKLHS NPH MbXKKUTE MHAMBUAK. Bbnpeku ToBa MHQEPTUIINTET MPH MBXKE €
HACHTH(QHLHPAH KATO HEXKeNlaHa peakLs NpH Xopata (Bxk. ToukH 4.6. u 4.8).

6. PAPMAINEBTHYHH N1AHHHN
6.1 CnHcbK HA NOMOLIHH BellecTBA

PazteopuTret:
Boaa 3a uHxkekuum

6.2 HechbBMeCTHMOCTH




AKO JIpYTH JIEKapCTBEHH MPOAYKTH ce NpHaarar ypes undysus, Jenakun 400 mg [pax ¥ pasTBOPHTE
32 HHXKEKLIMOHEH pa3tBOp TpAOBA 1a Ce nmpuilara 4pe3 OTAeNHA HHTPABEHO3HA JTHHHA.

To3u nekapcTBeH MPOOYKT He Tpg0Ba /1a Ce CMecCRa ¢ APYTH NIEKAPCTBEHH NMPOAYKTH, C H3KIIIOUEHHE HA
NOCOYEHUTE B TOUKA 6.6.

6.3 Cpok na roanocrt

HeoTtBopeH dnakoH ¢ npax
3 roguHu

JlekapcTBeH NpoAYKT chef MPUroTBIHE

JokasaHa e xuMHYecKka H pu3MuecKa CTaBHAHOCT MO BpeMe Ha ynoTpe6a Ha IPHIOTBEHHUS pasTBop 34
24 yaca, Korato ce cbXpaHsea fpu 25°C B uznpaseHo nonoxkexue. OT MUKPOOHOIOrMYHA rieqHA
TOUKA, OCBEH aKO MCTOABLT HA Pa3TBApAHE HE U3KILIOUBA PHCKA OT MUKPOOHO 3aMBPCABAHE, IPOIYKTET
TpsOBa 1a ce M3nos3Ba He3abaBHO. AKO HE ce H3MoN3Ba He3abagHo, BPEMETO H YCJIOBHATA Ha
CbXpAaHEHHE [10 BpeMe Ha yrnoTpeba ca OTTOBOPHOCT Ha NoTpebuTens.

Beska Hen3non3paHa yact TpabBa Aa ce W3XBBPIIH.
6.4 CrenHaauu yc/10BHS 32 ChXpaHeHHe
To3u tekapcTBeH NPOAYKT HE H3UCKBA CMIENHA/IHH YCIOBHS 32 ChXPaHEeHHE.,

3a YCIIOBHATA HA CbXpaH€HHUE CICA NIPUTOTBAHE U PA3PEIKIAHE HA JIEKAPCTBEHHA MPOIYKT, BHIKTE
TOUYKa 6.3.

6.5 BHa B cbhABpKAHHE HZ ONAKOBKATA

[lpax: cThknen $hrakon ¢ XJTOpoOYTHIIOBA T'yMeHa 3amMyILasiKa ¢ ATYMUHHEBA 00KATKA H I1ACTMaCOBa
OTYYMBALLIA Ce Kamauka.

Pa3TBopHTEn: CTHKIIEHa aMITyJia.

Onakoska oT 1 (hnakoH ¢ npax v 1 aMmnysia ¢ pa3TBOPUTE.
OnakoBka o1 4 (akoHa ¢ npax ¥ 4 aMnyJid ¢ pa3TBOPHTEN.

He BcH4Kkn BUROBE OnakoBKH Morat aa ObaaT NycHaTH B Mpoaaxoa.
6.6 CneunajaHH npeanasHu MEPKH NP H3XBBPIAHE

Beeku guiakon enaxun 400 mg npax v pa3TBOPUTEN 32 HHXKEKIIMOHEH Pa3TBOp 3a MHTPABEHO3HA
HHXKEKLIHA WK HHDY3HUA € CaMo 3a eAHOKpaTHa ynotpeba.

(DnakoHLT U aMNy/1aTa ChABPHKAT NPENTLIBAHE, KOETO NO3BONABA H3TEINISHE Ha 0602HAYEHOTO
KOAUIECTBO:

. (dnakon: 415 mg nuodunuzupan HaTpHeB Bainpoar Ha npax (HaKTOp Ha HIMECTBAHeE: 8,65%).

. Amnyna: 4,25 ml pa3TBopuTen Boaa 3a HHKEKLHH.

Ilpucomesine

. FznonsBalite rpanyupaHa CipuHLOBKA, 3a Aa w3ternute 3,8 ml pasTBopuren B

HHXKEKIHH OT amITy1aTa i HHOKEKTHPAaiTe BBB (prakoHa ¢ nHoGUIM3NpaH npax. §

. OcTaBeTe /1a Ce pa3TBOPH HAMBJTHO. T [ BRyReR R S

. OO0t 00eM Ha MPUTOTBEHHS pasTeop e 4,15 ml ¢ koHueHTpauus 100 mg/ lE | S ek | D

. 4 ml ot npuroTeenna unskekUUoHeH pasteop (100 mg/ml) morar na 6s1aT Héiréf?n'ﬁ:ﬁ R | ,& :
S H"u_ .-"’ A, _ '
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IlpvroreeHuaT pa3TBop € OUCTBP H MOUTH Oe3LBETEH.

MHTpaBeHO3HUAT pa3TBOp € moaxoasdi 3a HHGY3HA B PVC, NonHeTUIeHOBH UITH CTHKIIEHH ChIOBE.
Henakuu 400 mg npax ¥ pa3TBOPUTEN 3a HHKEKUMOHEH pa3TBOp TPAOBa J1a Ce PUIOTBH
HEMOCPEACTBEHO NpeaH ynoTpedba. MHPy3noHHUTE pa3TBOPH, CHABPKALUH JIEKAPCTBEHHA NPOAYKT,
TpsA0Ba Ja ce U3MO/3BAT B paMKHTe Ha 24 Yaca, BUXKTE TOUKa 6.3,

3a HUHCTPYKUMH OTHOCHO NMPHNIOXKEHHETO, BHKTE TOUKA 4.2.

HensnonspaHuAT ekapcTBEH MPOIYKT HAH OTHATbYHHTE MATEPHATH TPAGBA 14 CE U3XBBPIIAT B
CbOTBETCTBHUE ¢ MECTHHTE U3HCKBAHKA.

7. IIPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPERA

Sanofi1 Winthrop Industrie

82 avenue Raspail

94250 Gentilly

OpaHuMg

8. HOMEP HA PAPEIIIEHHETO 3A YIIOTPEBA

Per. Ne 9600303

9. JATA HA ITBPBATA PETHCTPAHHUSI/TIOAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha mbpBO pa3peluaBane: 29.11.1996
JlaTta Ha nociaeaHo noaHoBsaBaxe: 27.02.2009

10. JATA HA AKTYAJIM3AIMS HA TEKCTA

04/03/2025




