KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA

V¥ To3u nekapcTBEH MPOAYKT NOAJIEKH Ha NOIMBJIHATEIHO HaOmoaeHue. Toga 1e no3Bonau 0bp30To
YCTaHOBSIBAaHE HAa HOBa MH(OpMaLMS OTHOCHO Oe3onacHoCcTTa. OT MEIMIIMHCKHUTE CIIELIMAJIUCTH Ce
M3HCKBa J1a ChOOIIaBaT BCAKA MOAO3MpaHA HeXKellaHa peakuMs. 3a HaYHHa Ha ChOOIaBaHe Ha
HeXXeJIaHU peaKLIM¥ BH)KTE TOYKa 4.8.
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| ml cupon ceabpxka S0 mg Banmpoesa kucenuHa (valproic acid), orrosapsaumo Ha 5,764 g/100 ml
(57,64 mg/ml) Hatpues Basinpoart (sodium valproate)

[ToMOILIHHM BEIECTBA C H3BECTHO JIEHCTBHE: MPONMUINIAPaXHUAPOKCUHOEH30aT, METHII
napaxujapokcuben3oar, rauueposn, 105 mg/ml copouron (E 420), 3axapo3a, eranon 0,00135 mg Ha
BCEKHU 5 ml cupor.

3a MbJIHUA CITUCHK HA MOMOIIIHUTE BEllleCTBA BHOXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

buctbp, 6e3uBeTeH 10 0J1e10KBIAT CUPOIT ¢ apOMaT Ha Yepella.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

Enunaencus

e [IbpBHYHO reHepaIM3HpPaHH CMHICINICHH H NMPHMNAaAbLH

e Tunose NpUCTBIH:

abcaHcH (petit mal), reHepaiu3HpaHH TOHUYHO-KJIOHWYHHM (grand mal), TOHHYHH U ATOHHYHH
MpUNaabLX, MUOKIOHUYHHU MPUCTHITHA, HH(GAHTHUIIHU CIIa3MH.

e [‘eHepalM3HpaHH ENMHJIETICUH U ENUJIENTTHYHH CHHIPOMHM:

aOcaHCHa ernuJIerncus, OBEHWIHA MHOKJIOHHYHA €MUJIercus (CHHAPOM Ha Janz), enuiercus ¢
reHepaJIM3MpaHd TOHUYHO-KJIOHWYHH NTPUNAIbLH MPH CbOYkKAaHe, (POTOCEH3UTHBHH EIMHIIETICHH.
e CunapoM Ha Lennox- Gastaut.

e (Cunapom Ha West.

e DokasHH (MapUHAIHH) EMHWIETICHH U TPUCTBITU C WK 0€3 BTOPUYHA M'eHepaIu3aLus.

bunoasipHo pa3cTpoicTBO

JleyueHHe Ha MaHUEH €MU30/1 MPH OUIOJIAPHO Pa3CTPOUCTBO, KOraTo JIMTHUH € IMPOTHUBOIIOKAa3aH WJIH HE
ce ToJiepupa. [IpoabikaBaHe Ha JIEUEHHETO Cie/l MAHHEH €MU30/1 MOXKe J1a ce OOMUCIIHU TNpH
MalMEHTH, KOUTO Ca CE MOBJIHAIH OT BaJINPOAT MPH JICYEHHETO Ha OCTpa MaHHS.

[Ipun gema: KaTo CaMOCTOSTE/HA Tepanus WKW B KOMOUHALMA C APYT aHTHEITHIIETTH
[MPOAYKT:
JleyeHue Ha reHepaiM3UpaHa eruIenCcUs: KJIOHUHYHH, TOHHYHH, TOHHYHO-KJIOHHY

a0CaHCH, MUOKJIOHHYHHU MPUCTHITH, aTOHUYHH MPUNAIbLM; CHHAPOM Ha Lennox-
West.




JleyeHue Ha MapuHaIHA €MWIETICHSA: NAPLHATHH MPHUCTBITH C WJIH 0€3 BTOPHYHH IreHepaIu3upaHH
MPUIAABIIH.

4.2 JIO3HpPOBKAa H HAYHH HA NPHJIOKEHHE

OOwuyaifHaTa 1o3MpoBKa 3a 24 4aca e:
- kbpmauera M aeua: 30 mg/kg (3a npeanoYnTaHe € Ja ce U3Mnosi3Ba CUpOI NEpopajieH pa3TBOp
WJIH rpaHyJiMpaHa ¢opmMa ¢ yab/hKeHO OCBOOO0XK/1aBaHe ).
- OHOWH M BB3pacTHH: OT 20 10 30 mg/kg (3a npeanoynTaHe € Aa ce U3MoJ3BaT TabIETKH,
XPOHO Ta0JIETKH WK rpaHy/iipaHa (jopMa ¢ yAb/DKEHO OCBOOOK/1aBaHE).

To3u iekapcTBEH NMPOAYKT C€ MPEANUCBa B MUJIUTPaAMH.

B}’THHK&T& CbhbC CHpOIIa C€ MNpeaoCTaBpi 3aCJHO CbC CITIPHHUOBKA 34 IEPOPATHO IMPHUITOMKCHHE, KOATO CC
BKapBa B Kalla4yKaTa Ha aJaalnTepa.

Havuun na npunoscenue
[lepopasTHO NMPHUIIOKEHHE.

[lepopanHusT pa3TBOp TpAOBa 11a cE€ NMPHEMA CaMO C MOMOLITa Ha CIIPUHIIOBKATA 3a MEPOPAITHO
npunoxeHue (010 6yTano, KOeTo ce HaMHpa B OMAKOBKATa).

3a npeaAnoYMTaHE € JHEeBHATa [103a J1a C€ MpHeMa 10 BpEMe Ha XpaHEeHe:

— B JiBa npvemMa 3a geua noja 1 roauMHa

— B TPH NpHema 3a Jiena HaJa |1 roauHa.

Hauano na nevenuemo

AKO NaiMeHTHT € OUJI JIEKYBaH BeUe C IPYrd aHTHENWICNTUYHH MMPOAYKTH, BKJIIOYBAHETO HA HATPHEB
BaJINIPOAT TpSAOBA J1a CTaHE MOCTENEHHO, TaKa Y€ a c€ JOCTUIHE ONTUMAaTHA J03MPOBKA 32 OKOJIO [BE
CEJIMHLIM M cJie]l TOBA, aKO € He0OX0IMMO, /1a C€ peyLIHPAT ChbITbTCTBYBALIUTE TEPANTHH B 3aBUCHMOCT
OT MOCTHTHATHS KOHTPOJL.

AKO NalMeHThT He MpHeMa JAPYyrd aHTHENUJIENTUYHH MPOAYKTH, 3a NMPEeANOoYrTaHe € 103aTa /1a Ce
MOBHIIIaBa NMOCTENEHHO HA HHTEPBAJIMU OT MO 2 - 3 JHM 0 JOCTHUraHe Ha ONMTHMAaJIHaTa 103a 3a OKOJIO
€/1Ha CeIMHLIA.

AKO € HaJIO)KHTEJIHO, KOMOMHHPAHO JIEYeHHE C ApYI aHTHENMUWIENTHYEH IPO/IYKT CE€ BbBEXK/1a
MOCTENEeHHO (BXK. Touka 4.5 B3aUMOIEHCTBUA C APYIH JIEKAPCTBEHH MPOAYKTH U JIPYTH (POPMH Ha
B3aHUMOIEHCTBHE ).

MaHHeH enu30 NPH OHNOJIAPHO Pa3CTPOHCTBO
lIpu ev3pacmuu

JlHeBHaTa n03a TpsiOBa na ObAe yCTaHOBEHA U KOHTPOJUpaHa HHAWBUIYAITHO OT JIEKYBAllUs JIeKap.
[Ipenopbyanata HayanHa AHeBHA 103a € 750 mg. OCBeH TOBa B KJIMHUYHH W3MTUTBAHUS HayajlHa /103a
ot 20 mg Bannpoat/Kg TeaecHO Terjao Cchilo MNoKas3pa npuemMauB npodua Ha 6e3omnacHOCT. DopmuUre ¢
yABDKEHO 0CBOOOK1aBaHe MoraTt fa ObJaT npujiaraHi BeIHbK WM JBa MbTH AHEBHO. Jlo3aTa TpsiOBa
na ObJie yBeJlIMYeHa KOJIKOTO € Bb3MOXKHO M0-0bp30, 3a [1a ce MOCTUIHE Hal-HUCKATa TeparneBTUYHA
1103a, KOSTO BOAM A0 KeJIaHUs KJIMHWYEH edekT. [[HeBHaTa 103a TpsiOBa aa Obae agantupaHa cripsiMo
KJIMHHYHMUS OTIrOBOP, 3a J1a CE Ornpe/ie/IM Hai-HUCKaTa e()eKTHUBHA /103a 32 HHAUBH/YAJIHUS MaLUEHT.
CpenHnara gHeBHa a03a 0OMKHOBEHO Bapupa mexay 1 000 u 2 000 mg Bannpoar. [lauueHTH, KOUTO
MOJTy4YaBaT JIHEBHH JIO3H MO-BUCOKH OT 45 mg/Kg TenecHo Terjo JHeBHO, TpsOBa 1a Ob
BHUMATEJIHO MPOCJIEASBAHH.

[Ipoab/mkaBaHeTO HaA JICUEHHUETO 3a MAHUHHU €MU30/1M NPU OUIIOJIAPHO pa3CTPOMC
ajanTHpaHO MHAMBHAYAITHO, KATO C€ MU3I10JI3Ba Hal-HUCKaTa e(peKTHUBHA 103a.




CnenyaiHy nomnyJaluu

Jeya

Enunencus

Ot nepopajaHUTE JIEKapCTBEHH HOPMH, CIIEAHUTE JIEKAPCTBEHH (POPMH ca MO-MOAXO/ALIH 3a
MpuiaraHe Mnpu Jeua Ha Bb3pacT 1noa 11 roguau (Cupor, nepopajieH pa3TBOp H IpaHyJIH).

[Ipu nanueHTy ¢ Ob0peYHa HeAOCTATBEYHOCT

[Ipu nanueHTH ¢ 6BOpeUYHa HEAOCTATBYHOCT MOJKE /1a C€ HAJIOKHU HaMaJlsiBaHe Ha J03aTa WK
yBeJIM4YaBaHe Ha J03ara NpH NMalyMeHTH Ha XeMoauanu3a. Hatpues Bajinpoar ce oTaelis Npyu AUanusa
(Bk. Touka 4.9). JlozaupoBkara TpsOBa J1a ce NMpOMEHs Cropel KIMHUYHOTO NMpOoc/iessBaHe Ha
naildeHTa (BxK. Touka 4.4).

bunonsapHo pa3cTpoHUCTBO

Ilpu oeya u ronoutu:

EdukacHoctra Ha Jlenakuu 57,64 mg/ml cupon 3a neyeHne Ha MAHUIHU €MTU30AH NTPH OUIIOJISAPHO
pa3CcTPOMCTBO He ca OUIIM OLICHSBAHU IMPU MALMEHTH Ha BB3pacT nox 18 roauHu. 3a uadpopmanus
CBbp3aHa ¢ 0€30MacHOCTTA IPH Jiela BUKTe Touka 4.8.

Jlelia OT JKEHCKH MOJ1 M JKEHU C AeTEePOJAEH MOTEHILIHAI

Jleuenuero ¢ /lenakuH 57,64 mg/ml cupon TpsiOBa na ce 3ano4He W HaOJIIO1aBa OT CMIELMATIUCT C OIUT
B JICYEHHETO HA EMUJIeNncus WK OUNOJsSpHO pa3cTpoicTBO. Bannpoar He TpsaOBa aa ce M3nos3sa npu
JeL1a OT KE€HCKH I10J1 M JKEHH C JAeTEepOJEH MOTEeHIIHAl, OCBEH KOraTo ApyruTe JIe4eHHUs ca
Hee(EKTUBHM WJIH HE ce MoHacAT 100pe (BXK. ToUkH 4.4 1 4.6).

[Ton3aTta M pUCKBT TPSAOBA BHUMATEJTHO /1a C€ OLICHSBAT MNPU PYTUHHHUTE Mperjead Ha JICUEHHETO.

Bannpoar ce npeanucea 4 oTiycka B cboTBeTcTBUE ¢ [Iporpamara 3a npeanassaHe OT OpeMEHHOCT
npy yrnorpeda Ha Bajnpoar (BXK. TOUkH 4.3 u 4.4).

3a npeAnoYMUTaHE € BaJINpoaT Aa ce NpeArnucBa KaTo MOHOTEpanus U B Ha-HUCKaTa e()eKTUBHA /1034,
aKo € Bb3MOXKHO KaTo JIeKapcTBeHa (hopMa ¢ YabJIKEHO OCBOOOK1aBaHe, 3a J1a Ce MpeaOTBpaTAT
BUCOKH MUKOBH ILJIAa3MEHHU KOHLEHTpauuH. JlHeBHaTa q03a TpsaOBa na Obje pa3jaesieHa HaAH-MaJIKo Ha
JIB€ €/IMHUYHH J03H (BXK. TOUKa 4.6).

Mubxke
[IpenopbuBa ce neueHueTo ¢ Jenakud 57,64 mg/ml cupon na ce 3arnoyHe ¥ KOHTpPOJUpa OT
CTELHAJIUCT C OIUT B JICYEHHETO Ha CMUJICNICUS I OUIOJIAPHO pa3CTPOUCTBO (BK. TOUKH 4.4 U 4.6).

Cnen ocBoOOX1aBaHETO HA aKTHBHOTO BELLECTBO, B X0/a Ha rnpoLueca Ha 3ad0aBeHO OCBOOOK/1aBaHE H
B CJICJCTBHE OT IMpHpOJiaTa Ha MOMOLIHHWTE BELUIECTBA B ChCTaBa MYy, WHEPTHUAT MATPUKC HE C€
adcopOHMpa OT XpaHOCMMJIATEJIHHUA TPAKT, a C€ €JIMMUHHPA C U3NPAKHEHUATA.

4.3 [IporuBOnOKA3ZaAHMA

JlenakuH 57,64 mg/ml cupon € NpOTHBOMOKA3aH MPH CIAEIHUTE CUTYaLIHU:
- CBpBX4YyBCTBHTEIHOCT KbM HATPHEB BAINPOAT WIH KbM HAKOE OT NMOMOIIHHUTE BELECTBA,
U30pOeHH B TOYKa 6.1.
- OcTbp XenaTUT WU XPOHHUYEH XEIaTuT.
- Jlu4Ha uaM pamMuiIHa aHaMHe3a 3a TEXbK XernaTHT, 0COOCHO CBbp3aH C JIEKapCTBa.
- YepHoapobOHa nopdupus.
- Banmpoar e npoTUBONOKa3aH NpH MaUHEHTH ¢ MUTOXOH/IPHAJIHU HapyLIEHUA/AIPR
MYyTallUM B SIIPEHUS IT'€H, KOJAWpalll MUTOXOH/IPHAJIHUS €H3UM MOJIMMeEpa3a Y
cuHapom Ha Alpers-Huttenlocher, kakto v npu neua noj ABeroauiHa Bb3pg
CMsITa, Y€ UMAT HapylueHue, cBbp3aHo ¢ POLG reHa (Bxk. Touka 4.4).
- llauueHTH ¢ U3BECTHU HAPYLIEHUA B YPEHHUS LIMKBJI (BXK. TOYKa 4.4).
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- TlauMeHTH C HEKOPUTHpaH CUCTEMEH ITbPBHYEH KAPDHUTHHOB 1€(MUIUT (BXK. TOUKa 4.4
[TariMeHTH C PUCK OT XHITOKAPHHUTHHEMHS ).

JleyeHHe Ha enuIenCcHs

* 0 BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HiMa MoAXOJA1I0 alTepHATHBHO JieYeHHE (BK. TOUKH
44u4.6).

*  IIPH XKEHHM C JAETEPOACH MOTEHLHAll, OCBEH KOraTo ca M3ITbJIHEHM ycioBusaTa Ha [Iporpamara 3a
npearna3BaHe OT OpeMEeHHOCT (BXK. TOUKH 4.4 u 4.6).

JleyeHne Ha OUMOJIAPHO PA3CTPOUCTBO

* 10 BpeMe Ha OpeMeHHOCT (BK. TOUYKH 4.4 u 4.6).

*  [IPH JK€HH C JE€TEepOAECH MOTEHLHaJI, OCBEH KOraTto ca M3ITbJIHEHH ycioBUATa HA [Iporpamara 3a
npearna3BaHe OT OpeMEeHHOCT (BXK. TOYKH 4.4 U 4.6).

4.4  CnenHa/HH npeaynpe;kJIeHHs H NpeANnasHH MEPKH IPH ynorpeda
| Momnueta//leBoiikn/YKenn ¢ nerepoaen norennnas/Bpemennocr: |
| Jlenakun 56,74 mg/ml cupon He TpAOBa Ja ce U3MoJ3Ba MPH MOMHUYETA, IEBOHKH, MPH KEHH C |
| leTepo/ieH MOTEeHLHA WK GPeMEHHH KEeHH, OCBEH B CITyuaii, KOraTo alTepHaTUBHHTE JICYeHHs ca |
| Hee()eKTUBHH HJIM HE C€ MOHACAT I0pa/Ii BUCOK TEPATOreHEH MOTEHLMAJl U IMOBUILIEH PUCK OT |
| CepMO3HM HapylleHUS B pa3BUTHETO Ha OeOeTa M3JI0)KeHH BbTpeyTpoOHO Ha Banmnpoar. [lonsarau |
| pPUCKBT TpsiOBa BHMMATEJIHO J1a C€ OLICHAT MO BpeMe Ha PYTHHHHM MperJjie/u, rpe3 nydeprera v |
| CIELIHO KOraTo KeHa ¢ IE€TEpO/IeH NMOTEeHLMall, JieKyBaHa ¢ Jlerakun 56,74 mg/ml cupon mianupa |

| OPEMEHHOCT WJIK NPEACTOU OPEMEHHOCT.

JKeHu ¢ nerepoieH noreHuMasn TpadBa Ja U3noia3sar e(peKTHBHA KOHTpaLENI|s 10 BpEME Ha
JeyeHue U aa ObaaT HHQOPMHpPAHH 3a PUCKOBETE CBBp3aHH ¢ ynorpebara Ha JlenakuH 56,74 mg/ml
CHPOII MO BpeMe Ha OpeMEeHHOCT (BXK. TOUKa 4.6).

| JlexapsaT TpaOBa 1a rapaHTHpa, Y€ Ha NallMEHTKATa € MPe0CTaBeHa ITbjiHa HHOpMaLHs 3a
| pUCKOBETE, KAKTO M CHOTBETHH MaTepHali, KaTo Opolrypa 3a nai|eHTa, 3a /1a MoAnoMOrHe
| pazOUpaHeTo i OTHOCHO PUCKOBETE.

| MeMLMHCKUAT CneuUanncT TpsaOBa a e yoeneH, ye naluMeHTkara pa3ompa:

|

|

. ECcTeCTBOTO M TE€KeCTTa Ha PUCKOBETE MPHU €KCITO3ULIMS 110 BpeMe Ha OpeMEHHOCT, T0-

. HeoOxoaumocTTa OT €(peKTUBHA KOHTPALICTTLIUS.

. HeoOxonuMocTTa OT pe/1OBEH Mperjea U OLICHKA Ha JICYEHHETO.

. HeoOxoauMocTTa OT CrieliHa KOHCYJITallksl, ako rjiaHupa OpeMEHHOCT HJIH € Bb3MOXKHaA
OpeMeHHOCT.

Basimpoat iMa BUCOK TepaTOreHeH MOTEHLHA U AellaTa, ¢ €KCMO3ULIMA in ulfero Ha BAJINpoar ca ¢
BUCOK PHUCK OT BPOJIEHH MaJI(pOpMaLIMK U HapyLLIEHUs B pa3BUTHETO Ha HEPBHATA CUCTEMA (BXK.
Touka 4.6). |
Jlenakuu 56,74 mg/ml cuporn € npoTHBOMOKa3aH NpH CIEIHUTE CUTYaLIUH: |

|
|
|
|
|
|
|
CHeLIMaJIHO 3a TepaTOr€eHHH PUCKOBE H HApYyLIEHHUS B Pa3BUTHETO. |
|
|
|
|
|
|
|

|
|
|
|
| Ilporpama 3a npeana3sBaHe oT OpeMEeHHOCT
|
|
|
|
|

| JleyeHHUe Ha ernuJIencus |

& [0 BpeMe Ha OpEMEHHOCT, OCBEH KOraTo HsiMa noaxo/s1io0 aJiTepHaTHBHO JieueHHe (BK. |
TOYKH 4.3 1 4.6). |
|
. [PH JKEHH C JETEPO/IEH MOTEHLHAJ, OCBEH KOraToO ca M3IThJIHEHH ycioBusATa Ha [Iporpamara

3a npe/ina3BaHe OT OpeMeHHOCT (BxkK. TOUKH 4.3 u 4.6).

| JleyeHre Ha OMMOJIAPHO PA3CTPOUCTBO

K Mo BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.3 U 4.6). AP
K [PH KEHH C JETEPOAEH MOTEHLIHA, OCBEH KOraTo ¢a M3ITbJHEHH YCIIOBHATY rpaNaIR- |
| 3a npeAna3paHe 0T OpeMeHHOCT (BXkK. TOUKH 4.3 u 4.6). Y ek
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| Tect 3a GpeMEHHOCT
| TIpen HA4aNOTO Ha JIEYEHHETO C BaIMpoaT TPAOBA J1a ce H3KITIOUH GPEMEHHOCT. Vi
3a1104Ba JIEUEHHE ¢ BAJINPOAT [PH JKEHH C JIETEPOJIEH MOTEHIHA 6e3 oTpULaTeiey

Ycaosus Ha [Iporpamara 3a npearna3BaHe 0T OpeMeHHOCT

[IpennucBaluuAaT nekap TpaOBa na rapaHTHpa, 4e

UHAMBUAYAJIHUTE 00CTOATE/ICTBA TPAOBA 1a OBAT OLIEHIBAHW BbB BCEKH OT/EJIEH ClIy4ai,
KaTo naLMeHTKaTa Ob/Je BKIIOYEHA B IMCKYCHATA, 3a /1a C€ rapaHTHpa aHra)KMpaHOCTTa M, Ja
ce 00CBHAAT TepareBTHYHUTE Bb3MOKHOCTH M J1a C€ rapaHTHpa HEHHOTO pa3OUpaHe Ha
PUCKOBETE U HEOOXOOUMHMTE MEPKH 3a CBE)KIaHE Ha PUCKOBETE 10 MUHUMYM:;

MOTEHLHAIBT 3a HACTHIIBAaHE HA OPEMEHHOCT € OLIEHEH MPH BCUYKH MaLHEHTKHU OT KEHCKH
MoJI;

nalMeHTKaTa € pa3OpaJia ¥ npuesia pUCKOBETE OT BPOAEHHU MasipOpMallMi U HapyILIEHHS B
pa3BUTHETO HA HEPBHATA CUCTEMA, BKJIIIOYMTEJIHO CTENEHTa Ha Te3HU PUCKOBE 32 Jienara, ¢
eKCIIO3ULIMA in utero Ha BaJIIpOAaT;

naMeHTKaTa pa3dupa HeOOXO0AMMOCTTa OT NPOBEXKAAHE Ha TECT 3a OPEMEHHOCT MpeaH
3all0YBaHE Ha JICYEHUETO U [0 BpeMe Ha JICYEHHUETO, KaKTO € HEOOX0IMMO;

MalMeHTKaTa € KOHCYJITHpaHa 110 OTHOLLIEHHUE Ha KOHTPALIECILIMATA H € B CbCTOSIHUE J1a Ce
cbOOpa3H ¢ HEOOXOAUMOCTTA OT U3IOJ3BaHE HA €()eKTHBHA KOHTpaLENLus (3a JAOMbIHUTETHH
noApOOHOCTH, MOJIS BUXKTE MOATOYKA ,,KOHTpALIeNUMA™ Ha TOBA NPeAYNpPEeXICHHE B KapeTo),
0€3 NMpeKbCBAaHE M0 BpeME Ha LIEJIUA NEPUO/] HA JICYEHHUE C BAJINpOAaT;

nalMeHTKara pa3orMpa HeOOXOAMMOCTTa OT PeIOBEH (IMOHE BEAHBK M'OIMIIIHO) NIperjie/l Ha
JIEYEHHUETO OT CIELIHAIIUCT C OINHT B JICYEHUETO Ha eNuiencus, OUNoIsipHO pa3CTPOHCTBO:
alMeHTKaTa pa3oupa HEOOX0AMMOCTTA J1a C€ KOHCYJITHpA ChC CBOSA JIeKap BeHara uiom
ruiaHupa OpeMEHHOCT, 3a /1a C€ OCUT'YPH CBOEBPEMEHHO 00CHK1aHe H MPEMHHABAHE KbM
AITEPHATHBHH BB3MOXKHOCTH 3a JICYEHHE MPEIH 3a4E€BAHETO U MPEIM Ja ce MpeKpaTH
KOHTpaLENUHATA,;

nalMeHTKaTa pa3dupa HeOOXOAMMOCTTA OT ClEelIHa KOHCYJITallUi ChC CBOs JIeKap B ClIy4ai Ha
OpEeMEHHOCT:

MalMeHTKaTa € nojy4usiaa PbKOBOCTBO 3a NalMeHTa;

nalMeHTKaTa NOTBbpIXKAaBa, ye € pa30dpajia OraCHOCTUTE U HEOOXOAUMUTE MpEArNa3HU MEPKH,
CBBp3aHH ¢ ynorpedara Ha Basinpoart (I'oauiueH Gpopmynsp 3a MOTBbPIKIAEHHE OCH3HABAHETO
Ha pUCKa).

Te3u yci10BHUsA c€ OTHACAT M 3a JK€HH, KOUTO MOHACTOSAIIEM HE ca CEeKCyaJIHO aKTUBHH, OCBEH KOraTo
MpeANUCBALIUAT JIEKap CMATA, Y€ ChIIECTBYBAT YO€IUTETHH MPUYHUHHM J1a C€ IMOCOYH, Y€ HAMA PUCK
OT HacThIIBaHE Ha OPeMEHHOCT.

Jlenia OT JKEHCKH I10J1

[IpeanucBauure JeKkapu TpAOBa a ca CHTYPHH, Y€ pOAMTEIUTE/NoJIaralluTe rpHXH 3a Jiela
OT KEHCKHM 110J1 pa30UpaT HEOOXOAMMOCTTA /1a C€ CBbPIKAT ChC CMNELHATUCT BeHara cjes
KaTO JIETETO OT KEHCKH [10J1, KOETO MpUeMa BajIpoar, MoJay4d MeHapxe.

[IpeanucBalumaT nekap TpaOBa J1a rapaHTHpa, Y€ poAMTEIUTE/MoIaraluTe TPHXKH 3a Jiella OT
YKEHCKH T10J1, KOMTO ca MOJIYYHJIU MEHapXe, ca MoJIyuyuIM rnoapodHa undpopmauus 3a
PUCKOBETE OT BPOJAEHH MallpopMaLiii U H30CTaBaHE B Pa3BUTHETO HA HEPBHATA CUCTEMA,
BKJIFOUMTEJTHO CTEINEHTA HAa TE3H PUCKOBE 3a JeLaTa C eKCNO3ULMUA in ulero Ha BaJrpoar.

[Ipy1 naumeHTKH, KOMTO ca MoJy4YH/Id MeHapxe, NpealMCcBaLlMAT JieKap TpAOBa /1a MpeoLeHs Ba
€XKEero/IHO Hy’K/aTa OT Teparus ¢ BaJINPOAT U 1a OOMHMCIIM aJITepHATHBHHU BH3MOXHOCTH 3a
JiedeHre. AKO BAJIPOAT € €AMHCTBEHOTO MOAXOAALIO JIeYeHHUE, TpsOBa aa ce 00ChaM
HeOOXOAUMOCTTA OT M3M0J13BaHe Ha e(peKTUBHA KOHTpAaUENUMA U BCUUKH JIPYTH YCJIOBUA Ha
[IporpamMara 3a npeanaspade ot OpeMeHHOCT. CrieuHaaIucTsT TPAOBA [a MOJ0KH BCUYKH
YCHJIMS I€TEeTO OT YKEHCKH MO0J1 J1a MPEMHUHE Ha aJITepHAaTUBHO JIeYEHUe, MPEeaH Ja €
HaBbPLIKJIO MTBJIHOJIETHE.




| EHHGBPEMEHHHTR }fl'IDTpEﬁﬂ Ha CpE€ACTBA ChAbprKallH €CTPOIrcH, BKJIFOYHUTEITHO CBbAbpPiKalllH

| Bb3MOKHOCTH. HHHHEHTI'{HTE C CKCITO3HLHUA HA BAJIIIpPOAT 110 BpEMEC Ha SPEMEHHDCT H TEXHHTCE

TECT 3a OpeMEHHOCT (KPbBEH TECT 3a OPEMEHHOCT), MOTBBP/IEH OT JIeKap, 3a /ia C& H3KJIKYH
He)kelaHaTa yrnorpeda no BpemMe Ha OpeMeHHOCT.

JKeHuTe ¢ IeTepo/ieH NMOTEHLHall, Ha KOUTO € MPEANUCaH BaJIpoar, TpAOBa /1a M3Moa3BaT |
edeKTUBHA KOHTpaLenuus 0e3 NpeKbCBaHe Mpe3 Lieus MepUo Ha JieueHue ¢ Baimnpoar. Ha tesau |
MauMEeHTKH TpsAOBa na ObJie MpeaocTaBeHa u3uepnarejiHa HHPOpMalUs OTHOCHO NPEANna3BaHETo OT
OpeMeHHOCT ¥ TpsiOBa Aa ObAAT HACOUEHH 3a ChbBET OTHOCHO KOHTPALIEILIMSA, aKO HE W3MO0JI3BaT
edekTuBHA KOHTpauenuus. TpsOBa na ce U3noa3Ba Hal-MaJIKO €IUH e(eKTHBEH MEeTOJ 3a

KOHTpaLeNnLus (3a NpearnoYiTaHe He3aBUCHUMa OT noTpeduTess popma, KaTo HarpuMep
BbTPEMATOYHA CIIMpAJia WIH MMIUIAHTAT), WIH JIBE JOIBJIBAIIH ce (OpMH Ha KOHTpaLEILH,
BKJIFOYMTENTHO OapuepeH meton. MHauBUayaiHHTe 00CTOATENCTBA TPAOBA /1a Ce OLIEHABAT IPH |
BCEKH OT/IEJIeH CITyyaii, KoraTo ce H30Hpa MeTO Ha KOHTpALeNIMs, KaTo Nal{eHTKaTa TpsaOBa na |
ce BKJIFOUH B 00CHKIAHETO, 3a J1a Ce rapaHTHpa HeHHATa aHraKUPAHOCT U CMa3BaHETO Ha |
u30paHuTe MepkH. Jlaxke na UMa ameHopes, T TPAOBa J1a cra3Ba BCHYKH ChBETH 3a e(DeKTHBHA |
KOHTpALIEILIHA. |

CpeactBa chabprKallld €CTPOreH

€CTPOreH XOPMOHAJIHH KOHTpaLeNTUBH, OU MOrJia 1a HaMalli e(pMKaCHOCTTa Ha Bampoar (BiK.
Touka 4.5). llpeanucBaiuute seyeHue TpsOBa fa rnpocjieasBaT KIMHHYHUS OTTOBOP (KOHTPOJI Ha
[IpUNAABLUTE H KOHTPOJI HA HACTPOEHHETO), KOraTo 3aro4yBaT WJIH MPEeKbCBAT NpHeMa Ha
[MPOIYKTH, ChAbPIKALIHK €CTPOreH.

Ot npyra cTtpaHa BajIpoar He HaMayIsiBa €(h)UKaACHOCTTAa Ha XOPMOHAJIHUTE KOHTpaLIENITHBH

[ 'oauiueH nperjieal Ha J1€YEHUETO OT MEAULIMHCKHU CIIELIHAJIUCT |
CrieLaanucTsT TPAOBA MOHE BEAHBK FOJUILHO Ja NMPELEHABA ajli BaINpoar € Hai MOAXOAAIOTO |
lieyeHue 3a naureHTa. CrneluanucTsT TpaOBa aa 00chau I'oaviuHus Gopmynsp 3a NOTBbPIKIACHHE |
OCbh3HABAHETO HA PUCKA [PH 3al04YBAaHE HA JIEYEHHETO U TPH BCEKH rO/IMILEH TIperJie/l, 1 aa |
rapaHTHpa, Ye NalyeHThT € pa30pall CbAbPKAHHUETO MY. |

[InaHupaHe Ha OpeMEeHHOCTTA :
3a NMoKa3aHUETO EMUIIETICHSA, aKO KEeHaTa IUT1aHHpa Ja 3adpeMeHee, TepanuaTa ¢ BajinpoaT TpsaOBa Jia |
Ce MPEOLEHH OT CIMELMHATUCT C OMMT B JICYEHUETO HA ETTUJICTICHA M J1a C€ OOMMCIIAT aJITEpHATHBHH
BB3MOKHOCTH 3a JieyeHHe. 1psadBa 1a ce 1nojiokaTt BCHYKH YCHIIHS, 3a J1a Ce NpeMHHE Ha |
[MOIXOAALIO AJITEPHATUBHO JIEYEHHE MMPEIH 3a4€BAHETO U MPE/IM NpeKpaTaBaHe Ha KOHTpAaLICITIUATA |
(BkK. TOuka 4.6). AKO cMsHaTa Ha JIEYEHUETO HE € Bb3MOXKHA, )KeHaTa TpsaOBa J1a moyyu |
|
|
|
|

JOITBJIHUTEIHA KOHCYJITALIMA OTHOCHO PUCKOBETE C BAJINPOAT 3a HEPOJACHOTO JIeTe B MOAKpPeENna Ha
HH(OPMHUPAHOTO M B3eMaHe Ha PeLIEHHE OTHOCHO CEMEHHOTO IJIaHUpaHeE.

3a nokazaHueTo OMMOJISIPHO Pa3CTPOHCTBO, aKO YKEeHaTa riaHupa aa 3abpemeHee, TpsOBa 1a ce

[IpOBE/I€ KOHCYJITALUSA ChC CIELHAIMCT C OMUT B JICYEHUETO HA OUIOJISIPHO pa3CTPOMCTBO H |
JIEYEHUETO C BaJIIIpoaT TpsAOBa /1a ce MpeyCcTaHOBH, H aKO € HeOOXO0AMMO J1a ce NMpeMHUHe Ha |
aNITEPHATUBHO JIEYEHHUE TPEIU 3a4EBAHETO U MPEIH MPEKpaTIBAHE HA KOHTpALCUMSATA. |

B ciyyaili Ha OpeMEeHHOCT |
AKO JK€eHa, KOSATO Ce JIEKYBa ¢ BaJINpoar, 3ad0pemeHee, T TpsaOBa He3a0aBHO /la C€ HACOYH KbM |

CIICUHATHCT, 34 1d CC IPCOLICHH JICHCHHUCTO C BAJIITPOAT H /1a CC OﬁChﬁlﬁ[T AJITCPHATHBHH |

|
MapTHbOPH TpAOBa 1a ObJIaT HACOYEHH KBM CIIELIMAIIMCT C ONHUT B TEPATOJIOTHUATA 32 OLIEHRE s o

KOHCYJITUpaHe OTHOCHO €KCITOHHpaHaTa OpeMeHHOCT (BXK. TOYKa 4.6). QS‘C'

dapmaueBTHT TPAOBA a rapaHTUpa, Ye:




. MPH BCAKO OTIYCKaHEe Ha BAJINPOAT € npejocraBeHa Kapra Ha maieHTa v NMalueHTKHTE |
pa30upar HEHHOTO CBHABPIKAHHUE.

. MMaLMEHTKHUTE ca NMOCHhBETBAHM Jla HE CIKpPAT JICYEHHUETO C BAJINMPOAT U He3abaBHO J1a ce
CBBHPKAT ChC CIELMAIMCT NMPHU IJIAHUPAHA WIK NOJA03UpaHa OPEMEHHOCT.

| OGYUYHTEIHH MaTEpHAIIH |
3a fa ce MoANnOMOrHaT MEAUIIMHCKUTE CIELHAIMCTH U MALMEHTKUTE /1a ¢e U30erHe eKCro3uuuaTa |
Ha BaJIpoaT Mo BpeMe Ha OpeMEHHOCT, MPUTEKATEIAT Ha pa3speLleHHeTo 3a yrnoTpeda e |
MpeaoCTaBHl O0YYMTEIHM MaTEPHAJIU 3a MOJACHIIBAHE Ha MPEAYNPEKIACHHATA U NPEAOCTaBIHE Ha
| yKazaHHMs OTHOCHO yroTpeOaTa Ha BJIIpOAT MpPH KEHH C IeTEPOAECH NMOTEHIHA U HH(pOpMaLIUs 3a |
cbabpkanueto Ha [Iporpamara 3a npeana3BaHe or OpeMeHHOCT. Ha BCHUYKH JK€HH C I€TEPOJIEH |
NMOTEHI[HAJI, KOUTO M3MOJI3BAT BaJpoaT, TpAOBa Ja ce npeaocTtaBd PbKOBOACTBO 3a MalHeHTa U |
| Kapra Ha nauueHTa. |

TpsabBa na ce uznon3ea ['oauiueH GopMyJisp 3a NOTBbPKIAEHHE OCh3HABAHETO HA PUCKa IPH
3aro4YBaHe Ha JIEYEHHETO U MO BPEME HAa BCEKH I'OJIMLIEH MpErJie/l Ha JIEYEHHETO ¢ BAJINPOAT OT
CIeLHATUCTA.

Ynorpeba 1npH NauueHTH OT MBKKH I10J1

PerpocnieKTHBHO OOCEpBaLlMOHHO TNPOYYBAHE [I0KAa3Ba MOBHIIEH PHCK OT pa3CTpOHCTBA Ha
HeBpOJIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu peua, uuuro Oamm ca
JIEKYBAHH C BaJIIIpoaT rnpe3 3-Te Mecela NMpead 3a4eBaHETO, B CPaBHEHHWE C Jelarta, YHUTO Oallu ca
JIEKYBaHH C JIJAMOTPH)KHH WJIH JieBeTHpaLeTaM (BxK. TOUKa 4.6).

KaTto npennasHa mspka, rpeAnUcBalluTe Jiekapu TpsiOBa na MH(GOpMHpAT MAaLMEHTHTE MBXKE 3a TO3H
MOTEHLIHAJIEH PUCK (BXK. Touka 4.6) U ga oO0CHAAT HEOOXOAMMOCTTa OT OOMMCIIsIHE Ha e(EKTHBHA
KOHTpAaLeNiMs, BKJIIOUYUTEJIHO M 3a MapTHbOpKaTa, MO BpeMe Ha ynorpedara Ha BaJlpoar H B
NMPOAB/DKEHHE Ha MOHE 3 Meceua ciej npekparsBaHe Ha JieueHHeTo. [lalueHTuTe OT MBKKH MOJI He
TpsAOBa 1a AapsABaT criepMa MO BpPEME Ha JIEYEHHETO W B MPOABIDKEHHE Ha MOHE 3 Meceua clien
MpeKpaTsBaHe Ha JIEYEHHETO.

[TalimeHTHTE OT MBXKKH I10J1, JIEKYBAHHU C BaJIpoAaT, TpSOBa pelOBHO Ja Ce Mperjiex/1aT oT JIEKyBallus
¥ JIeKap, 3a [1a Ce MpeLeHW AaJIi BAINpoaThT OCTaBa HaW-MOAXOALIOTO JIECYEHHE 3a TAX. 3a MaUHEHTH
OT MBXKKH IOJ1, KOMTO TUIaHUpaT Ja 3a4yeHar jete, TpAOBa ga ce OOMMCIIAT M J1a ce OOCBHIAT C TAX
NOAXOAALM aJdTepHAaTHUBH Ha JiedyeHHeTO. BBB BCeKM oTae/leH ciay4dyald TpsaOBa 1a ce OLEHAT
HHIMBHAYATHHTEe oOcTtosTencTsa. [IpenoppuuTenHo € npu HEOOXOAMMOCT Ja C€ MOTbPCH CHBET OT
CIELIHAJIUCT C OMUT B JICUEHHETO HA €MUJICTICHUS WJIH OMITOJIAPHO pa3CTPOHCTBO.

Hanuunu ca oOyuuTeIHH MaTepHaiy 3a MEAULIMHCKH CIICLIMAJIMCTH U NalHeHTuTe Mbxke. Ha
MaLMEHTHTE OT MBXKKHU T10J1, U3M0JI3BALIM BAJINIPOAT, TPAOBA J1a ce Npe10CTaBH pPbKOBOACTBO 34
MnalyeHTa.

IIpedynpedsicoernun

Texko yBpex/iaHe Ha YepHHs Apo0

Yci10BHA 3a Bb3HUKBAHE
Psanko ca HabmonaBaHH TEXKKH YepHOAPOOHHU YBpeXKAaHUSs, 3aBbPIIBALIMU ITOHSKOra (paTajHo.
OnuTHT NOKa3Ba, 4e MalHeHTH ¢ Hal-BUCOK PUCK, OCOOEHO B CIIy4YaHMTe HA MHOKECTBEHA
AHTHKOHBYJICHBHA Teparius, ca Jiella Ha Bb3pacT MO/ 3 I'O/IMHH C TEKKH MPHIIaAbLIH,
MO3bYHH YBpEeKIaHHS, 3a0aBEHO YMCTBEHO Pa3BUTHE W/HUIIH BPOJAEHH META0OIUTH
BKJIIOUHTETHO MUTOXOH/IPHAJIHU HAPYILIEHUS KAaTO KAPHUTHHOB JIE(PULIMT, HApyLU
kb1, POLG MyTanmu (Bxk. TOUkH 4.3 1 4.4) win aereHepaTUBHU 3a00J11BaHHA.
Cnen 3-roauiiiHa Bb3pacT, pUCKBT CE€ peayLHpa 3HAUUTEIIHO W IMPOrPECHBHO HaM
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B noBeueTo ciiydyan TakMBa 4epHOAPOOHH YBpEXKJaHHUS C€ yCTAaHOBABAT B MbpBUTE 6 Mecella Ha
JIEYEHHUETO.

CuMITOMaTHKA

KIMHUYHUTE CUMIITOMH Ca OT ChLIECTBEHO 3HaYE€HHE 3a MTOCTABAHETO HAa paHHa nuarHo3sa. [lo-
CIIELIHAJIHO, CJIEJIHUTE ChCTOSAHUS, KOUTO MOraT Ja MpeaxoK/AaT KbJITeHUIlaTa TpaOBa a ce B3eMar
MpeaBU1, 0COOEHO MPH PUCKOBH MALMEHTH (BXK. MO-rope ,,Y CJI0BHSA 3a Bb3HUKBaHe ):

- HecneUM(PHUYHH CUMITTOMH, OOMKHOBEHO C BHE3aIMTHO HAa4aJl0 KaTO aCTEeHUs, aHOPEKCHS, JIETaprus
CBHJIHBOCT, KOMTO MOHAKOra C€ NMpU/IPYy»KaBaT C MOBTAPSALIO C€ MOBPbHIIaHE U KOPEMHH OOJIKH.

- MPH TMALIMEHTH C EMUJIETNCHS, MOBTOPHA MOSBAa Ha 'bPYOBETE.

[lauuenTuTe (MM cemelcTBaTa Ha OoJieqyBalM Jaena) TpaOBa aAa ObaaT HHCTPYKTHPAHH 1A
chOOLIABAT B€HAra Ha JIEKyBalllMs JIeKap nosiBaTa Ha TakuBa cuMntoMu. HezabaBHo TpsaOBa na ce
M3BbPIIH JJA00PATOPHO U3CiIe/IBaHe Ha YepHOApoOHaTa ()YHKLUMSA B JOMBbIHEHHE KbM KJIMHHYEH
npermien.

HabnroneHus

H3cnenBanus Ha 4epHOAPOOHUTE (PYHKLMUA TPAOBA Ja c€ U3BBbpLIAT IMPEAU JICUEHUETO, ClIel KOETO
[MepUOAUYHO Mpe3 MbpBUTE 6 Meceua ot TepanusaTa. Cpea oOUYaliHUTE U3CIIeIBAHUATA, HAH-3HAYUMH Ca
H3CJIeIBAHUATA, KOUTO OTpa3saBaT MPOTEMHOBHUA CUHTE3, 0OCOOEHO MPOTPOMOMHOBOTO BpEME.
[TorBbprk1aBaHETO HA HEOOMYAMHO HUCKO ITPOTPOMOMHOBO BpeMe, 0CODEHO 3ae/IHO C APYrH
1abOpaTOpPHU OTKJIOHEHHUS (3HAYMTEIIHO HaMaslsiBaHe Ha (UOPUHOreHa U KoaryJIalMOHHUTE (PaKTOPH;
MOBHUIIEHO HUBO Ha OUTUPYOHH M MOBUIIIEHH TPaHCAMMHA3H) HAJlaraT ClMpaHe Ha Tepanuara ¢ Jlenakux
57,64 mg/ml cupon. Kato npeanasHa Msapka U B CJIy4yail Ha € JHOBPEMEHEH MPUEM Ha CaJIULIMIATH,
MOCJIe/IHUTE ChIIO TPAOBA /1a Ce crpaT, ThH KaTo T€ UMAT ChLUUS ITbT HA METAOOIU3UPAHE.

Iankpeamum

MHOro psKo ca J0KJaZBaHU ClIyyad Ha TeKbK MAHKPEaTUT, KOUTO MOXKe J1a ca ¢ (haTajieH U3XO.
TakuBa cirydyan Morar Ja ce HaOIl0JaBaT HE3aBUCHUMO OT BB3pPacTTa U NMPOAb/DKUTEIHOCTTA Ha
Tepanus;Ta.

Mankure Jena ca 0coOeHO pUCKOBA Ipyria, HO TO3M PHCK HaMaJllsiBa C YBEJIMYaBaHe Ha Bb3pacTTa.
TexxkuTe ropuoBe, HEBPOJIOTHYHUTE HAPYLIEHUS WK aHTHKOHBYJICUBHATA TEparnus MOrar Jia ca
PUCKOBH (DaKTOPH.

YepHoapoOHaTa HEIOCTATHYHOCT C MAHKPEAaTHT MOBUILIABA PUCKA OT (paTajieH U3XO0/l.

[TaienTHTe € OcTpa KopeMHa 0oJsika TpsaOBa He3abaBHO na ObaaT nperenanu. B ciyyali Ha
MaHKpeaTHT, JICHEHHETO C BAJINpoaT TpsAOBa /1a ce NnpeyCcTaHOBH.

CyunuoHu Mucau u nogeoeHue

CpoOLIaBaHM ca CYHMUMIHA Maealus U MOBEACHHE TNPU MALMEHTH, JIEKYBAHU C MPOTHBOEMUJIENTHYHH
CpeJICTBa MPH HAKOJIKO MoKa3aHHusl. MeTtaaHalu3 Ha paHAOMHM3HpPaHH I1auedo KOHTPOJIHpPaHH
M3MUTBAHUSA HA MPOTUBOEIUIIENTHYHH JIEKAPCTBA ChLIO MOKa3Ba €j1a00 MOBHIIEH PUCK OT CYHULIM/IHA
Haealus U rnopeaeHue. MexaHu3sMbT, KOWTO 00yCIIaBs TO3U PUCK HE € U3BECTEH W HAJIMYHUTE JaHHH
HE M3KJIIOYBAT Bb3MOXKHOCTTA 3a MOBUIIIEH PUCK TP ITpUEMaHe Ha HATPUEB BaJIpoaT/BajlpoeBa
kucenuHa. CienoBaTe/IHO NauMeHTHTe TpsOBa Aa Obaat npocieasBaHH 3a NMPU3HaLKM Ha CYULMAHA
HjealMs U nopejieHUe M TpsAOBa na Obae odOMuciaeHo noaxoasaio jedenue. [laiuenrure (1
OonHornenaudre) TpAOBa na ObAaT CHBETBAHM A ThPCAT He3a0ABHO MEIMIIMHCKA KOHCYJITALlUs, aKo
Bb3HHUKHAT MPU3HALIM HA CYMLIMIHA MAeallUs WM NOBE/IEHHE

Cpeocmea, cvobpoicauiu Kapbanenem
EnHoBpemeHHaTa ynorpeda Ha HATpHEB BaJlIIpoaT/ BajIIpOeBa KUCEIMHA U KapOarneHem He ce
npenopbryBa (B’K. ChIIO TOYKaA 4.5).

[lauMeHTH ¢ M3BECTHO WJIM MOA03MPAHO MUTOXOHAPHAITHO 3200 1sBaHe

BasimpoaTt Moxe J1a npeau3BHKa WIH Aa BJIOLIM KIMHHYHHTE MPH3HALIM Ha MOJIENkK?
MHUTOXOH/IpHAJIHHU 3a009BaHUSA, IPHYHHEHH OT MyTallMd B MUTOXOH/pHaiHaTa /|
konupaimus POLG sapeH red. [lo-cneunasHo, no-BUCOK MPOLIEHT HA BAJIMPOAT-HHIK
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YepHOAPOOHA HEJOCTAaTHbYHOCT U CBbP3aHa C YepHUs Ipo0 CMBPT ce chOOLIaBa MPHU MALUEHTH C
HaCJIeICTBEHH HEBPOMETA0OJIUTHH CHHAPOMH, MPUYHHEHH OT MYTALMH B KOJAUPALLMUAT
MHTOXOHpHAJIHUA eH3uM nojiumepasa y (POLG) ren, Hanp. cuiapom Ha Alpers-Huttenlocher.
Hapymenus, cesp3anu ¢ POLG, TpsOBa na ce nogo3upar npu NauyMeHTH ¢ paMUIHA aHAMHe3a WK
HacoYBaIld CUMIITOMH Ha ¢cBbp3aHO ¢ POLG HapylieHue, BKIIFOYUTETHO, HO HE caMO HEOOSCHUMA
eHLiedanonarus, peppakrepHa enuierncus (pokaaHa, MUOKJIOHHYHA), CTATYC EIMHIENTTHKYC C
KJIMHUYHA MPOSBa, H30CTaBaHEe B Pa3BUTHETO, ICUXOMOTOPHA perpecHs, akCoOHa/lHa CEH30MOTOpHa
HeBpOIaTUsl, MUOMATHS, LiepedeiapHa aTakCus, OPTaIMOIUIErUsl MK YCII0)KHEHa MUIPEHa C aypa B
okiunuraaHata obnact. TectsT 3a POLG myTaums ce M3BbpllBa B COTBETCTBHE C HACTOSALLIATA
KJIMHHYHA MPAaKTUKA 3a JHAarHOCTHYHATa OLIEHKA Ha TaKMBa HapYyILUCHHs (BXK. TOUKa 4.3).

Ymescnenu xoneyncuu

KakTo 1 npu Apyru aHTHENWIENTTUYHH JIEKAPCTBA, HAKOH MAaLMEHTH MOrar Ja nojy4art, BMECTO
noaoOpeHue, 00paTUMO BJIOLIABAHE - YBEJIMUEHH YECTOTa H HHTEH3WBHOCT HA KOHBYJICHHTE
(BKJIIOUMTEJTHO BJIOLIEH €MUIICNTTHYEH CTaTyC), WK NMPOsiBa HA HOBH BH/I0BE KOHBYJICHH TPH
MPHJIOKEHUE Ha BaJINMpoaT. B ciiydali Ha yTE)KHEHH KOHBYJICHH, MallMEHTUTE TPsAOBa na Opaar
MOCHBETBAHHU J1a C€ KOHCYJITUpAT He3a0aBHO C JieKaps CH (BXk. Touka 4.8).

Ilpeonaznu mepku npu ynompeoa
[Ipenu 3anoyBaHe Ha JIEYEHHETO TPAOBA Ja ce U3BBbpLIAT U3C/IeIBAHUS HA YePHOAPOOHUTE QYHKLIHMH

(Bxk. Touka 4.3 [IpoTuBOonoka3aHus), ¥ NEPHOAUYHO Mpe3 MbPBUTE 6 Mecela, OCOOEHO MPH PUCKOBH
nauMeHTH (BXK. Touka 4.4). [lpu npoMeHH B CHITBTCTBALLUTE JIEKAPCTBEHU MPOAYKTH (MOBULLIABAHE HA
no3arta WK 100aBAHE), 3@ KOUTO € H3BECTHO, Y€ BIMAAT HA YEPHHUS Ap00, MOHUTOPHPAHETO HA YEPHHUS
npo0 TpsaOBa a ce pecTapTupa criopel ciiyvas (BHKTE ChIIO TOYKa 4.5 OTHOCHO PUCKA OT YBPEXkKIAaHE
Ha YepHHs P00 ChC CATHLIMIATH, IPYTH AaHTHKOHBYJICHBHH CPe/ICTBA, BKJIFOUUTETHO KaHAOUAHOI).
KakTo npu noBe4yeTo NpOTHBOEIMUIIENITHYHH JIEKAPCTBA, MOXE J1a ce 3a0eIexkH JIEKO MOBHUILIEHHE Ha
YepHOAPOOHHTE €H3UMH, OCOOCHO B HAYAJIOTO Ha TeparusAaTa; Te ca NpPEeXOAHH U u3orpaHHu. [Ipu Te3u
MalMEHTH CE NMPenopbYBAT MO-3aAbJA00YEHH JIaDOPATOPHH H3CIEABAHUS ( BKJIIFOUUTEITHO
MPOTPOMOHHOBO BpEME); MOXKeE Jla c€ OOMHUCIIM KOPUrHpaHe Ha [03aTa, KaTo MpU HEOOXO0AUMOCT
CBOTBETHUTE U3CJIC/IBAHUS TPAOBA J1a C€ MOBTOPAT.

[Ipeau 3anouyBaHe Ha JIEYEHUETO WUIIH NIPEIM Olepauus, KaKTO U B CJIy4ad Ha CIIOHTAHHO
KPBbBOHACS/1aHE MJTH KbPBEHE CE IMPENnopbYBaT KPbBHU M3C/e/IBaHUA (ITbJIHA KPbBHA KapTHHA,
BKJIFOUMTETHO Opo¥ Ha TPOMOOLIMTH, BpeME Ha KbpBeHe) (BXk. Touka 4.8 HexxenaHu JiekapCcTBEHH
pEaKLIHH).

Bbnpeku ye UMyHHH HapylleHHs ca HAOJII0JaBaHU CaMO KaTo U3KIIIOYEHHE 0 Bpeme Ha
npunoxkeHueTo Ha Jlenakun 57,64 mg/ml cuporn, norenumanuara nossa or Jlenakuu 57,64 mg/ml
cupon TpsOBa Ja ce OLEHH CIPSAMO MOTEHLHAJIHATA OMACHOCT IMPH MALHEHTH ChC CHCTEMEH JTYITYC
EpPHUTEMATO3YC.

HapyiieHus B ypeHHHS LUMKBJ U PUCK OT XUTIEPAMOHHUEMHUS

[Ipn nomo3upan eH3uMeH J1Ie(PUIIMT Ha YPeHHHUS LIMKBJI, NPEeaH JIeYeHUeTo TpsAOBa 1a ce U3BbpLuaT
MeTaOOJINTHH H3CJIe/IBAHUA, NMOPAIH PUCK OT XHIIEPAMOHHEMHS, 3apaad BaINpoar (BxK. TOUYKH 4.3 U
4.4 ITauMeHTH C PUCK OT XHMOKAPHUTHHEMHUS U TeKKO 4epHOAPOOHO yBpekKaHe).

[ laLIMEHTH C PHCK OT XHINOKADHHTHHCMHA

[TpusiockeHHeTO Ha BanmpoaT MOXKe Ja MpeJru3BUKa NnosiBaTa HJIM BJIOLIABAHETO Ha
XHIIOKAPHUTHHEMHS, KOATO MOKE 1a I0BE/IE /10 XUIIEPAMOHHEMHSA (KOATO MOKE Ja J1QBRTIR ik
XHIiepaMoHeMHu4Ha eHuedanonarus). HabnronaBanu ca U Apyru CUMIITOMM, KaTO YZPHHIPOOTT
TOKCHYHOCT, XHITOKETOTHYHA XUITOTJIMKEMHS, MHOTIATHS, BKJIIOUHTETHO KapIHOMUORITASA
pabaomMHoIM3a, CHHAPOM Ha DAHKOHH, ITaBHO MPU MAUKEHTH C PUCKOBH (paKTOpH 28 ‘ﬁ :
XHIIOKAPHUTHHEMHS WJIM C BeUe ChLIECTBYBAIA XHIIOKAPHUTHHeMHS. [laimenTHe Eriosi
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OT CUMINITOMaTHYHA XUITOKAPHUTHUHEMHS TPH JIeYeHHE C BAJINMPOAT BKJIFOYBAT MALIMEHTH C
MeTa0O0JIMTHH HapyIIEHUS, BKIIOYMTEIIHO MUTOXOHIPHAJIHK HApYLLIEHHUs, CBbP3aHH C KAPHUTHHA (BK.
chio Touka 4.4 TlalMeHTH ¢ M3BECTHO MJIM NMOAO3UPAHO MUTOXOHAPHAIHO 3a00/19BaHe W HApyLIEHHUs
B YPeHHHS LIUKBJ U PUCK OT XUINIEPAMOHUEMHMS ), HAPYIIEHUS B XPAHUTEIHUA MPHEM Ha KAPHUTHH,
nalMeHTH Ha Bb3pacT noAa 10 roaguHu, e1HOBpeMeHHA ynoTpeda Ha MMBalaT-KOHIOTHPAHH JIEKapCTBa
WK Ha APYTH aHTHEITHWIETITULIH.

[TanpeHTuTe TpaOBa 1a ObAAT NpeAyINpPEeacHH Aa choOIaBaT He3ab0aBHO 3a BCAKAKBH MMPU3HALA Ha
XHIIepaMOHUEMHUS KaTO aTaKCHs, HAPYILIEHO Ch3HaHUE, NoBpblluaHe. TpsadBa na ce oOMUCIU n00aBsHE
Ha KapHUTHUH, KOTraTo c€ HabJIroaBaT CUMIITOMH Ha XUTIIOKAPHUTUHEMHUS.

[lauMeHTH CbC CUCTEMEH ITbPBHYEH KAPHUTUHOB JIEQULIMT U KOPHUTHpaHa XUIIOKApHUTHHEMHS MOraT
na Obaar JIEKYBaHH C BaJIIIPOAT CaMO aKo IMOJI3UTE OT JICYEHUETO C BAJINIPOAT HAJABULLIABAT PUCKOBETE
MPH Te3H MalMeHTH W HAMA TepaneBTHYHa aitTepHaTuBa. [1pu Te3u nauuenTy TpsOBa aa ce npuiara
MOHHMTOPHHI' HA KADHUTHHa.

[TauueHTHTE C OCHOBEH Ae(ULIMT Ha KapHUTHH nasiMuTona Tpancdepasa (CPT) tun Il Tpsadsa na
ObaaT npeaynpeacHH 3a Mo-roJeMus pucK oT padIOMHOJIM3a NIPH NpHeM Ha Banrpoar. [Ipu Te3u
MaLMeHTH TpsAOBa 1a ce 0OMHCIM J00aBAHE HA KAPHUTHH.

Bxk. cbio Touku 4.5, 4.8 1 4.9,
[TariuentuTe TpsaOBa 1a ObaAT NMpeayNpeacHH 3a pUCKa OT Ha/IaBaHE Ha TErJI0 B HA4aJl0TO Ha

JIEYEHUETO, U € HEOOXOAUMO Ja ce MpeAlpUeMe MOoAXOoAsLIa CTpaTerus 3a HaMaJIsIBaHe Ha TO3H PUCK
10 MUHUMYM (BK. Touka 4.8 HexelnaHu JIEKapCTBEHH peaKkLUH).

[latmeHTH ¢ HaNTHYeH Ae(ULMT HAa KapHUTHH naaMuTou TpaHcdepasa (CPT) tun 2 TpsOBa na Obaar
npeaynpeaeHH 3a MO-rojsM PUCK OT padAOMHOJIH3a, KOraTo Mpyuemar Baspoar.

He ce Mpenopup4YBa MpUHEMAHETO HA AJIKOXOJI IO BPpEME HaA JICHCHHUE C BAJIIIPOAT.

dena

[Ipu neua Ha BB3pacT 1o/ 3 ro/IMHU ce MpernopbyYyBa MOHOTEpanus MpH npeanucsaHe Ha JlenakuH
57,64 mg/ml cuporn, HO Mpeay 3ano4YBaHe Ha TeparuaTa, NOTeHLHaIHaTa 1oJji3a ot Jlenakux

57,64 mg/ml cupon TpsAOBa na ce OLEHH CHPAMO PUCKA OT YEPHOAPOOHO YBPEKAaHE UJIH MAHKPEaTHT
NpH TaKUBa MAaUMEHTH (BXK. Touka 4.4. TeKKo yBpexk/1aHe Ha 4YepHUS Apo0 M BXK. CbLIO TOUYKaA 4.5).
EnnoBpemeHHaTa ynorpeda Ha caauuuiaTi TpsAOBa 1a ce W304rea IpH Jiela rnoj 3 roJiMHu rnopajiu
OMacHOCT OT YepHOAPOOHA TOKCHYHOCT (BK. ChILO TOYKA 4.5).

bbOpeuHa HeIOCTATHLYHOCT

Moske /1a ce HaJIO)KU HaMaJsliBaHe Ha go3arta. I'bi KaTo npocieasBaHeTO Ha IJla3MeHara
KOHLIEHTpaLIMsA MOXKE J1a € MOABEXKIaLl0, A03aTa TPAOBa Ja c€ KOPUrHupa Cbo0pa3HO KIMHUYHOTO
MpocjeAaBaHe.

HaTrpum
To3u nekapcTBeH NPOAYKT ChAbpika mo-Majko oT 1| mmol Hatpuit (23 mg) B 1 ml, T.e. npakTHYeCKH
HE CbAbprKa HATPHH.

CopOuTo.1

To3u nekapcTBeH npoaykT cbabpxka 105 mg/ml copburon.
CopOuTONIBT € U3TOYHUK Ha PpykTo3a. [laLimeHTH ¢ HacecTBEHAa HEMOHOCHMOCT
PSAAKO reHETHYHO 3a0o0sBaHe, He TpAOBa /1a MPUEeMAT TO3H JIEKAPCTBEH MPOAYKT.

Etanon
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To3u nekapcTBeH npoaykT cbabpxka 0,00135 mg eranon Ha Bcekd 5 ml cupon. KosmmuectBoto B 5 ml
OT TO3H JIEKAPCTBEH MPOAYKT € eKBUBaJIEHTHO Ha no-Mauko ot 0,00003 ml 6upa wiau 0,00001 ml
BHHO.

ManKkoTO KOJMYECTBO €TaHOJI B TO3H JIEKAPCTBEH MPOAYKT HAMA J1a UMa 3a0es1exkUMH €(EeKTH.

4.5 B3auMoaeHCTBHSA ¢ APYIrH JIEKAPCTBEHH NPOAYKTH H APYrd GOpMH HA B3aHMOJAeHCTBHE
Bansinne HA BAJIIPOAT BbPXY APYIrH JIeKApCTBA

Hesponenmuyu, MAQO unxubumopu, anmuoenpecanmu u 6eH300uUazenutu

Jenakun 57,64 mg/ml cupon Moke Aa noreHuMpa edekra Ha Apyrd NCUXOTPOITHH CPEACTBA KATO
HeBposienTHUHM, MAO UHXHOUTOPH, aHTHETIpeCaHTH U OEH30IHa3eNHHH; CIIeOBATEITHO, CE
[penopbYBa KIIMHUYHO MPOCiie/IsiBaHe, KaTo NMPH HEOOXOAUMOCT 1103ara TpsOBa /1a ce KOpUrupa.

Jlumuu
Jlenakun 57,64 mg/ml cupon HaMa edeKkT BbpXY IJIa3MEHHTE HUBA Ha JIMTHA.

Denobapouman

HNenakun 57,64 mg/ml cupon noBHiaBa nja3MeHHTe KOHUEHTpAUHH HA ¢penodapOuTas (nopaau
MHXHOHpaHe Ha YepHOAPOOHMS KaTabOoJIM3BbM) U MOXKE [1a C€ CTUTHE 10 ceaalusi, 0COOEHO MpH Jela.
CrieioBaTe/IHO, 1Pe3 MbPBUTE 15 AHU OT KOMOMHHUPAHOTO JICYEHHE, CE MPEeNnopPbYBa KIIMHUYHO
npocneasBaHe ¢ He3abaBHO HaMmaslsiBaHe 03aTta Ha peHoOapOHuTasl NMpyu Bb3HUKBAHE Ha Ce1alus, KaTo
IMpH HEOOXOAUMOCT C€ U3C/Ie/IBaT IUIa3MEHUTE HUBA Ha (peHOOapOuUTAa.

lIpumuoown

Jenakun 57,64 mg/ml cupon noBHIIABA MJIA3MEHHTE KOHUEHTPALHH HA NPHMH/IOH € YTEKHSABAHE
Ha HEXKEJJaHUTE MY peakLUH (KaTo cefalus ); Te3W IPU3HALM H34e3BaT MPH IbJINOCPOYHO JIEUEHUE.
[IpenopbuBa ce KIMHUYHO NMPOC/eAsiBaHe, OCOOCHO B HA4aJIOTO HAa KOMOMHUpaHa Teparnus U npu
HEOOXOIUMOCT — KOPEKLIMS Ha /103aTa.

Denumoun

Henakun 57,64 mg/ml cupon noHnxkasa od01aTa NJiIa3MeHa KOHUEHTPANHA HA PeHHTOHH.

OcgeH TOBa, /lenmakuH 57,64 mg/ml cupon yBeanyasa cBoOoaHaTa popMa Ha PEHHUTOMH C Bb3MOKHOCT
OT MOsiBa HA CHMITTOMH Ha Ipe0o3upaHe (BajinmpoeBaTa KHCeJIMHA U3MeCcTBa (PEHUTOUH OT MecTaTa My Ha
CBBP3BaHe C IJIa3MEHUTE MPOTEUMHH M MOHWKaBa YepHOApOOHUS My Kataboausbm). [lopaau ToBa ce
MpenopbyBa KJIMHUYHO IMPOCIIEASBAHE; KOraTo Ce€ M3C/eABaT IJIa3MEHUTE HUBAa Ha (PEHUTOMH, TpAOBa aa
ce onpenaenu ceodoaHaTa ¢popma.

Kapoamazenun

Hanuue ca cb0o0111eHHs 3a KIMHUYHA TOKCHYHOCT MPH CbBMECTHO TMpUJIaraHe Ha BaJIrpoar ¢
kapOamasernuH, ThbH KaTo BaJINMPOAT MOXKE J1a MOTEHUMpa TOKCHYHUA e(eKT Ha kKapOamaseruH.
[IpenopbyBa ce€ KIMHUYHO MPOC/EAABaHEe, 0OCOOEHO B HAYa/I0TO HAa KOMOMHHpaHaTa Teparnus, KaTto Mnpu
HEOOXOIMMOCT /103aTa C€ KOPUIrHpa.

Jlamompuorcun
Jenakun 57,64 mg/ml cupon HamasisiBa MeTaboIM3Ma Ha JIAMOTPHUIKHH U YBEJIMYaBA CPEIHUSA MY
[MOJIY’KMBOT MOYTH 2 MbTH. [0Ba B3aMMO/IEHCTBHE MOXKE 1a JOBEIE 10 YBEJIMY€Ha TOKCHYHOCT Ha
JTAMOTPHXKHH, B YHaCTHOCT CEPHO3HHU KOXHH OOPHBH.

CrneoBartesHO, NpenopbyBa ce€ KIHHUYHO HAOII0IEHHE U KOPUI'HpaHe Ha [103aTa (HamasisaBa
7103aTa Ha JJAMOTPHIKHH ), KOraTo € He0OX0IUMO.

3uoo6youn

Bannpoar Moske Ja NMOBHULIHM TJIa3MeHaTa KOHLIEHTpALMs Ha 3U10BYAHH, KOETO J1a /10
TOKCHYHOCT Ha 3UWJ0BYIHH.
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Denpbamam
BannpoeBaTa KMCeJIMHA MOXKE [1a HAMAJIA Cpe/IHUs KIUpbHC Ha dendamar ¢ 10 16%.

Onanzanum
BannpoeBaTa KrucenMHa MOXKe Ja HAMAJIM KOHLEHTPALUATA Ha OJIAH3aIHH.

Pygunamuo

BannpoeBaTa KhceMHa MOXKe /1a IOBE/Ie /10 YBEJIMYaBaHE Ha IUIa3MEHUTE HUBa Ha py¢duHaMu/. ToBsa
YBEJIMYEHHE 3aBUCH OT KOHLIEHTPALMATA Ha BAJIIIPOEBa KUceluHa. [1I0BUIIEHO BHUMAHHE CE€ H3UCKBa
0cO0€HO IpH Aela, ThH KaTo TO3H €(EKT € M0-BUCOK B Ta3H MOITyJIaLH.

[Iponoghon
BannpoeBara KkuceMHa MOXe /10 I0Be/IE /10 YBe/IMYaBaHe HUBaTa Ha rpornodon B KpbeTa. [Ipu
eIHOBpeMeHHaTa ynorpeda ¢ BaInpoar, TpsOBa qa ce 0OMHUCIIM HaMaJIIBaHE Ha J103aTa Ha NporogoJl.

Humoounun

EnHOBpeMEHHOTO JieYeHHe C HUMOAMITUH H BaJINIPOEBa KUCEJIMHA MOXKE /1a YBEJIMYH TUIa3MeHaTa
KOHLIEHTpalLMs Ha HUMoaunuH ¢ 50%. CnenosarenHo, TpaOBa 1a c€ HaMaJI [103aTa HA HUMO/IUITHH B
CJTyyaHd Ha XUIIOTEH3US.

BinsinHe Ha APYIrH JieKapcTBa BLPXY BAJNpoaTr

[IpoTHBOENHJICITHYHUATE CPEJICTBA C EH3UM-HHIyLMpalll e(eKT (B TOBAa YHCIIO (PEHUTOHH,
benobGapOuTast, kapdamazernuH) NOHHKABAT CEPYMHHUTE KOHLICHTPALMHK HAa BaJINpOoeBara KMcearHa. B
C/ly4ad Ha KOMOMHHMpaHa Tepanus, J03uTe TpAOBa [a ce KOPUrupar cbo0pa3sHO KIIMHUYHHUSA OTTOBOP M
HHUBOTO UM B KPBBTA.

Ot apyra cTpaHa, KOMOMHaLMATA OT (pesidamMat U BaJINpoaT NOHKXKaBa KJIMPbHCa Ha BaJllpoeBaTa
kucenrHa ¢ 22% no 50 %, v cienoBaresiHO, YBEJIM4YaBa IU1a3MEHUTE KOHLIEHTPALMK Ha BaJIlpoeBara
kucenuHa. Jlozara Ha Basinmpoar Tpsa0OBa na ce HabmoaaBa.

MeTaboMTHTE Ha BaJIpoeBaTa KHCeJIMHA MOraT Ja ce yBeJM4aT B C/Ty4aid Ha eTHOBpPEMEHHa yroTpeda ¢
¢eHuTouH WK peHoOapOuTal. CneaoBaTeIHO, NALMEHTHTE JIEKYBAHH C TE3H JIBE JIEKapCTBa TpAOBa Aa
OB/IaT BHUMATETHO HA0II0/1aBaHM 3a MPU3HALIM U CUMITTOMM Ha XMIIEPaMOHHEMHS.

MedokBHH NoBUIIaBa MeTaboJIM3Ma Ha BalIpoOeBaTa KMCEJIMHA U HMa KOHBYJICUBEH e€(eKT; nopau
TOBA B C/Ty4an Ha KOMOMHHpaHa Teparus MOraT Jia Bb3HUKHAT eIMUJIENITUYHH MPHUINaIbLH.

B ciyuaii Ha eqHOBpeMeHHa ynoTpeda Ha BaJIpOAaT W CHIIHO CBBP3aHH C MPOTEHHHTE BEILIECTBA
(acrUpHH), CepyMHHTE HUBA Ha CBOOO/IHAaTa BaJINIpOeBaTa KHCEJIMHA MOraT /ia ce MOBHIIAT.

B ciyuaii Ha etHOBpeMeHHa ynorpeda Ha BUTaMuH K-3aBUCHMM aHTHKOAryJ1aHTHH (akTopH, TpsOBa J1a
Ce€ M3BBPIIBA CTPOTO NPOCieAsIBaHE Ha MPOTPOMOHHOBOTO BpEME.

HuBarta Ha MeTabOJIMTHTE HA BaJIMpoOeBaTa KUCEJIMHA MOraT Ja ce MOBULIAT (BCJIEACTBHE Ha pelyLHpaH
yepHOApoOeH MeTadOoIM3bM) B C/TyYal Ha €JHOBpEMEHHA ynorpeda ¢ LIMMETH/IMH WIH EpUTPOMHLIMH.

Kapoanenem (naHuneHem, MEpOINEHEM, UMHUITEHEM)
HamansiBaHe HMUBaTa Ha BAJINPOE€Ba KUCEIMHA B KPbBTA, ca OWIM JOKJIaABAHHU [PH €IHOBPEMEHHAT
yrnotpeda cbC ChAbpKALM KapOarneHeMu CpeAcTBa, BoAeIUH 10 HaMasiaBaHe ¢ 60-100% HuBa
BAJINIPOEBA KMCEJIMHA B MPOJAB/DKEHHE Ha 2 JIHH, TOHAKOra CBbp3aHo ¢ repyose. [lopaau 0
HA4aJIO U CTEMNEHTA Ha MOHWKaBaHe, €/IHOBPEMEHHOTO MMpHJlaraHe Ha ChAbpKalluy kapda
Cpe/ICTBa MPH MNalMeHTH CTaOWIM3HPaHHU Ha BAJINPOEBa KUCEIWHA TpAOBa 1a ce U30srsa
AKO JIEeYEHHETO C Te3H aHTHOUOTHILIM HE MOJKE Ja ce€ U30erHe, TpsdBa J1a ce U3BBPILH C
npocse/asBaHe Ha KpbBHUTE HUBA Ha JlenakuH 57,64 mg/ml cupor.
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Pughamnuyun

Moske na NOHMXH KPbBHUTE HUBA Ha BAJINPOEBATa KMUCEJIMHA, KOETO BOM 10 JIUICA HAa TeparneBTHYEH
edekT. ETO 3a1110, MOXKE /1a C€ HAJIOXKH J103aTa Ha BaJIIIpoOAT Ja C€ KOPUIrupa rpH CbBMECTHO
[MPUJIOKEHUE C PH(PAMITULIMH.

[Ipomeasru unxubumopu
[Ipu enHoBpemMeHHaTa ynorpeda Ha NpoTea3HU UHXUOUTOPH KAaTo JIONTMHABUD, PUTOHABUP, CE€ HAMaJIABaT
IU1a3MEeHUTE HUBA Ha BAJIIPOATA.

Xonecmupavun
[Tpu enHOBpeMeHHA ynioTpeda, XOJIeCTUpAMUH MOXKE J1a I0BE/IE 10 HaMaJIaBaHe Ha IU1a3MEHHMTE HUBA Ha
BaJIIIpOAT.

Memamuson

MeTaMH30JIbT MOJKE Ja HaMaJld CEPYMHHUTE HUBA HA BAINPOAT MPH €IHOBPEMEHHO TPHJIOKEHHE, KOETO
/1a IoBeJie 110 MOTEHLMAIHO HaMaJIsiBaHe Ha KJIMHUYHATa e(pUKaCHOCT Ha Bajpoar. Jlekapure,
[perUCBallly JieueHre, TpAOBa J1a HaOMo1aBaT KIIMHUYHUS OTTOBOP (KOHTPOJI Ha MPUIAAbLIMTE WIH
KOHTPOJI Ha HACTPOEHHUETO) U J1a OOMUCIIAT MpOCieiBaHe Ha CEPYMHUTE HUBA Ha BAJIITPOAT, aKo €
[TOIXOALLIO.

Memompexcam

B HsKOM I0KJ1aaH C€ ONMMCBA 3HAYUTETHO HaMa/liBaHEe Ha CEPYMHUTE HABA Ha BaJIIIpoar CJie]]
[MPUJIO’KEHHE HA METOTpEKCaT € nosiea Ha repyose. [Ipeanuceaiuunre iekapu TpssiOBa Aa npocieasaBat
KIIMHHYHHUSA OTrOBOP (KOHTPOJI Ha MbPYOBETE WIIH KOHTPOJI HA HACTPOEHUETO) U J1a IPEABUISAT
[pociieisiBaHe Ha CEPYMHUTE HUBA HA BAJIIIPOAT, aKO € HEOOXOAMMO.

Jpyru B3auMo1eHCTBHS

Puck om yepeoswcoane na wepuus Opoo

EnnoBpemenHara ynorpeda Ha calMLWIaTH TpAOBa 1a ce u30srea npH Jena rnoj 3 roauiiHa Bb3pacT
MOpaay PUCK OT YEpHOAPOOHA TOKCHYHOCT (BXK. To4Ka 4.4).

EnHoBpemeHHarta ynotpeda Ha BaJIpoaT H MHOKECTBEHAa aHTUKOHBYJICHBHA Tepaliys MoBHlLIIaBa pyucKa
OT YBpE€K/IaHe Ha YepHHUs Ap0o0, 0COOEHO NMPH MAJIKH Jiena (BxK. Touka 4.4).

EnHnoBpeMeHHaTa ynorpeda ¢ KaHaOM/IHOJ1 MOBHILIABA Y€CTOTATA Ha MOBUILIABAHE HA EH3HUMHHTE
TpaHCcaMHHa34. B KIIMHUYHM NpOYYBaHUS MPH MALMEHTH OT BCHYKH Bb3PACTH, MOJIy4aBallH
eqHOBpeMEeHHO KaHaOuauo B 1034 oT 10 10 25 mg/kg v Bayinpoar, ce cpo011iaBa 3a NOBUILIABAHE HA
ALT nan 3 mbTH HajJ ropHaTa rpaHyua Ha Hopmara npu 19% ot nauuenture. TpaOBa na ce ynpakHsiBa
[MOIXOIA11] MOHUTOPHHT Ha YepHHUS P00, KOraTo BajIpoaT ce U3I0J13Ba €IHOBPEMEHHO C APYTH
AHTHKOHBYJICHBHH CpEJ/ICTBa C MOTEHLIHA/IHA XeNaTOTOKCHYHOCT, BKJIKOUMTETHO KaHAaOU1HOJ1, U TpsOBa
J1a ce OOMMC/IM HaMaJIIBaHE Ha [103aTa WK NPEKpaTsBaHe Ha JICYEHUETO B CJIy4aHd Ha 3HAYUTE/THH
aHOMAaJTMH Ha YepHOJAPOOHHUTE MapaMeTpH (BxK. Touka 4.4).

EanoBpeMeHHOTO NPHJIOKEHHEe HA BAJNPOAT H TONHPAMAT HJIH ALEeTA30/1aMH/] € CBbP3aHO ¢
eHuedasonaTust W/ HIH xunepamonnemus. [laupeHTure JieKyBaHH ¢ TE3H /1Ba JIEKAPCTBEHH IMPO/IYKTa
TpsiOBa BHUMATEITHO J1a c€ HAOI0AaBaT 3a MPU3HALIM U CUMITTOMH Ha XHIIEpaMOHHEMHYHA
eHuedanonaTus.

KBernanuu
EnHOBpeMEHHOTO NMPUIOKEHHE HA BAJINPOAT ¢ KBETHAMTMH MOXKE /1a YBEJIMYH PHCKA OT
HEYTPONEHUS/JIEBKOTIEHHS.

CpE,EI{TTBH ChbAbPARALIH €CTPOI€H, BRKJIWYHTC/IHO ChAbpPpAALLH €CTPOI€H XOPpM
ROHTpAUCIITHBH
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Ectporenure ca MHAYKTOpH Ha u3ogopmu Ha UDP-rmokypoHo3un Tpancdepazara (UGT), yuacTBaiu B
rMOKYPOHUPAHETO Ha BAJIMPOAT M MOraT Ja yBeJIMYaT KIMpBbHCAa Ha BaJINMpoat, KOeTo /1a IoBe/Ie 10
HaMaJieHa CepyMHa KOHLICHTpALMA Ha BAJINIPOAaT U Bb3MOKHO HaMaJIIBaHEe Ha €(PMKACHOCTTA Ha
Basinpoara (BxK. Touka 4.4). Jla ce oOMHCIIN MpOC/IeIIBAHETO HA CEPYMHHUTE HHBA Ha BaJIITpoOar.

Ot npyra cTtpaHa BaJInpoaT HIMa €H3UM-HHAYLUpALl] ePeKT; BCJICJACTBHE Ha TOBA, BAJINPOAT HE CHH)KaBa
€(PEKTUBHOCTTA HA eCTPONPOrecCTATHBHHTE CPeCTBA MPH )KEHHU B3eMallll XOPMOHAIIHH
KOHTPALENTHBH.

[Tusanam-xouio2upanu rexapcmea

EnHOBpEeMEHHOTO NMPHJIOKEHHE HA BAJIITPOAT M NMUBAJIaT-KOHIOTHPAHH JIeKapcTBa (KaTo uedauropeH
MUBOKCHJI, a1e(POBUP AUITHBOKCHII, MMBMELIMJIMHAM M MMBAMITHLIWJIMH) TpAOBa Aa ce u30ArBa rnopau
MOBUILEH PUCK OT W34epIiBaHe HA KAPHUTHH (BXK. TOYKa 4.4 ITallMEHTH C PUCK OT XHIIOKAPHUTHHEMHS ).
[TaumeHTHTE, MPH KOUTO HE MOXKE J1a ce u30erHe CbBMECTHOTO MPHJIOKeHHE, TpAOBa na Obaar
BHHUMATEJTHO HaOJII0JaBaHH 3a MPU3HALIM H CUMITTOMH Ha XHMOKAPHUTHHEMHS.

4.6 ®eprrinter, OPEeMEHHOCT H KbpMeHe

bpeMEeHHOCT H JKeHH C 1eTePOAeH NMOTEHIIHA

Jleuenue na enwiencus

e Bannpoar e npoTHBONMOKa3aH No BpeMe Ha OpeMeHHOCT, OCBEH IMPH JIMIICA HA MOXO/AILI0
aJITePHATHBHO JICYEHHE

e Bannpoar € NnpOTUBOMOKA3aH IMPH KEHHU C AETEPOJEH MOTEeHIHA)l, OCBEH KOraTo ca H3ITbJIHEHH
yciaoBusTa Ha | Iporpamara 3a npeanassaHe oT OpeMeHHOCT (BXK. TOUKH 4.3 U 4.4)

Jleuenue na OunoaApHO pazcmpoucmeo
e Bannpoar e npoTHBONOKa3aH no BpeMe Ha OpeMeHHOCT

e Bannpoar € npoTHBONOKA3aH INPH JKEHH C JIETEPOAEH MOTEHIMAJ, OCBEH KOraTo ca U3IMbJIHEHH
ycinoBuATa Ha [ Iporpamara 3a npeana3zsaHe oT OpeMeHHOCT (BxK. ToUkd 4.3 u 4.4)

TepaToreHHOCT M ePE€KTH BbPXY PA3BUTHUETO iN utero €KCNo3ULIHS

Puckoee, cevpzanu ¢ excnouyus Ha 8ainpoam no 6peme Ha OpemeHHocm

[Ipu s)xeHuTE, KAKTO MOHOTEpANUsATa ¢ BaJINpPOAT, Taka U MOJIUTEpANUATa ¢ BAJINPOAT, BKJIIOYBAlla U
APYTH aHTHENMWJIETITHLIM, YECTO Ca CBbP3aHH ¢ aDHOPMEH U3X0/ Ha OpeMEHHOCTTA.

HanuuyHuTe JaHHHW MOKa3BaT YBEJIMYEH PUCK OT TEKKH BPOJIEHH MaipopMallii U HApYLIIEHUs Ha
Pa3BUTHETO HA HEpPBHATAa CUCTEMA U B /IBATa CJIyyasi — KaKTO NMPU MOHOTEparius, Taka U rnpu
MOJIUTEPAIIUS C BAJIIIPOAT, B CpaBHEHHUE C MOITyJ1alus 0€3 eKCIO3MLIMs Ha BaJIpoar.

[lokazaHo e, ye BajimpoaTt NpeMUHaBa Ipe3 IUlaleHTapHara Oapuepa KakTo NpH JKHBOTHHCKH BH/IOBE,
Taka U NpH Xopa (BxK. ToUka 5.2).

[ 1p4 >KMBOTHH: NIPH MHUILKH, IUTBXOBE H 3aHLM Ca JOKa3aHU TEPaTOreHHHU e(PeKTH (BXK. TOYKaA J.3).

Bpooenu manghopmayuu 6 pesyrimam na excnozuyusi in utero
MeTaaHanu3 (BKJIKOYBAL PErUCTPH H KOXOPTHH NMPOYy4YBAHH ) 1TOKa3Ba, 4e€ okojo 11% ot nenara Ha
JKE€HM C eNUJIeTICHsl, EKCIIOHUPAHH Ha MOHOTEpAIUs ¢ BaJpoar o BpeMe Ha OpeMEeHHOCTTa UMarT
TEKKH BpoJieHU maiipopmainimi. ToBa e rnoseye OT pucKa 3a TexKKH majpopManuu B odL1aTa

nonynauus (0koJio 2-3%). PUCKBT 3a TeXKKH BpoJeHH MajihopMaliiK NPH aela cien in utero
€KCMO3MUILIMA Ha aHTHEITUWIENITHYHA JIEKApCTBEHA IMOJIUTEPArys, BKIKOYBallla BajIpoar, € mo-BUCOK OT
TO3M Ha aHTUEMUJISNITHYHA JIEKapCTBEHA Tepalnus, KOATO HE BKJIIOYBA BAJIIPOAT.

PUCKDBT € 10303aBUCHM MIPH MOHOTEPAIHSA C BAJINpPOAT, KATO HAJIMYHUTE JaHHH HOI{ T\ iNHE nm
J10303aBHCHM H NPH MOJUTEpanys ¢ Bainpoar. Berpeku ToBa, nparopata 103a, nof kel pergie 5{’% N\
ChLIECTBYBa PUCK, HE MOJXKE J1a Ce OIpeeIu. ’:@ Kt e \
Hanu4yHuTe 1aHHM MOKa3BaT HApaCTBAaHe Ha CIIyYaWTe HA MAJIKH U TeXKKH MalpdpR L‘lﬁ =

YeCTHTE CIy4au Ha MaidopmaliKi BKIIOUBAT JeeKTH Ha HeBpallHaTa TphOa, THNEB NHCH

Y
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3aelllKa YCTHA U BbJIUa NacT, KpAHUOCTEHO3a, ChbpACYHH, ObOpEYHU U YPOreHUTAIHH J1€(DEKTH, H

nedeKTH Ha KpailHULMTE (BKIOYUTEIHO JBYCTPaHHA alula3Hus Ha JibYeBaTa KOCT), H MHOXKECTBO
aHOMAJIMM Ha Pa3/IMYHU CUCTEMH B YOBELIKHS OPraHU3bBM.

Excrio3uumsTa in utero Ha BaJIMpoaT MOYeE J1a IOBE/IE€ 10 YBPEKAaHe Ha CiIyXa WM IIyXoTa rnopaau
MaJipopMalliK Ha YIIUTE W/UIK HOca (BTOpUYEH e(eKT) W/ UIU IUPEKTEH TOKCHYEH e(PEKT BbPXY
ciyxoBus anapat. CilyyanuTe ONMUCBAT KaKTO €JHOCTPaHHa, TaKa M IBYCTpaHHa IiIyXoTa WiIH
yBpex/JaHe Ha cimyxa. He 3a Bcuuku cimydan ca cboOiieHu pesyaratd. Korato ca cb0011eHH
pe3yJTaTH, B MO-rojisiMaTa 4acT OT C/Iy4auTe He ce HabJIro/1aBa Bb3CTaHOBSIBAHE.

Exkcriozuius in ufero Ha BaJIMpoaT MOXKeE Ja JOBe/e A0 OYHH Mali(popMaLiiK (BKIIIOUMTETHO KOJI0OOMa,
MHUKpO(TaNIMHs), KOUTO ceé ChOOIIaBaT BbB Bpb3Ka C IpYyTH BpOAeHH MasipopmaLmu. Te3n o4HH
mMasipopMallMM MOTaT [1a 3aCErHaT 3pEHUETO.

Hapywenua 6 pazeumuemo Ha nepénama cucmema 6 pe3yimam Hd eKCRo3uyus in utero

JlaHHH MMOKa3BaT, Y€ €KCIO3HIUA Ha BAJIMIPOAT in utero MoXe 1a UMa HeOIaronpusaTHU e()EeKTH BBPXY
[ICHXHYECKOTO U (PU3UUYECKOTO pa3BUTHE Ha JielaTa, H3JIOJKEeHU Ha TaKaBa €KCIo3ULUs. PUCKBT OT
HapylUIEHHs B pa3BUTHETO Ha HEPBHATa CHUCTEMA (BKJIIOYMUTEIHO ayTH3BM) H3IJIeXKIa € I0303aBHCHM,
KOraTo BaJIIIpoat C€ U3I0JI13Ba KaTO MOHOTeparius. Brripeku ToBa, mparopara 103a, Mo KOATO PHCKBT
He CBIIECTBYBAa, HE MOJXKE /1a C€ YCTAaHOBHM Bb3 OCHOBA Ha HAJIMYHHMTE NaHHU. Koraro Bajmpoar ce
M3M10J13Ba KaTO MOJIMTEepaIus ¢ ApYrd aHTUENTWIENTHYHH JIEKAPCTBEHH MPOAYKTH, PUCKBT OT
HapylleHHs B pa3BUTHETO HA HEPBHATa CHCTEMa B IOKOJIEHHETO ChIIIO 3HAYHTEIHO Ce YBeIHYaBa B
CpaBHEHHE ¢ TO3HM MpH Jeua oT odLuara rnoryjaalus Wik poJIeHH OT HEJIEKYBaHH MaHKH C €rHJICTICHS.
TOYHHSIT PUCKOB reCTaLIMOHEH MEepPHO/ 3a Te3H €(PEKTH € HECUTYPEH U Bb3MOKHOCTTA 3@ PHCK 110
BpeMe Ha LisjiaTa OpeMEHHOCT HE MOJKE Jia C€ U3KIIIOYH.

Koraro BajJimpoat ce rpujara Kato MOHOTEpaIHs, MpoyYBaHuUs IPH Jiella B Ipe1yYUIIHIIHA BB3PacT,
W3J10’KEHH Ha €KCIMO3MIIUA Ha BaJIIpOoAaT in utero no BpeMe Ha OpeMeHHOCT rokassar, 4e B 10 30-40%
OT clIydauTe ce HaOoaaBa 3a0aBsgHe B TAXHOTO PaHHO pPa3BHTHE KAaTO: rOBOP, MO-KbCHO NMPOX0KAaHe,
MO-HUCKH HHTEJIEKTYAIHH CIIOCOOHOCTH, JIOLIH €3UKOBH YMEHHs (roBOpeHe U pa30upaHe) u npodiemu
C rmaMmerTa.

Koedurment 3a uatenurentHoct (1Q), olieHeH npu Aeua Ha 6 rOAMHH C aHAMHE3a 3a €KCIO3HILIUs Ha
BAJINPOAT in utero, € cpeaHo 7-10 myHKTa mo-HUCHK OT TO3H MPH J€11a, KOUTO ca H3JIOKEHH Ha IPYTH
aHTHeNWJIeNTHYHH NMPOAYKTH. MMa 0Ka3aTesicTBa NpH Aela ¢ €KCIMO3ULHA Ha BaJINpoaT, Y€ pUCKBT OT
HapylllaBaHe Ha MHTEJIEKTa MOkKe J1a ObJe HE3aBUCUM OT KOS(HULIMEHT Ha UHTETUreHTHOCT (IQ) Ha

MaMKaTa, BEIIPEKH Y€ poJidaTa Ha cMylLlaBalluTe (GaKkTOpPU HE MOXKE /1a C€ M3KJIIOYH TPH JIela.
JlaHHUTE 110 OTHOIIIEHHE Ha IbJIFOCPOYHMS HU3XO0/1 Ca OrpaHHYEHH.

HanuunuTe 1aHHHM OT MOMYJAHOHHO 0a3MpaHO H3MMTBAHE MOKA3BaT, Y€ Jielara ¢ eKCIo3HLUs Ha
BAJINPOAT in ufero ca ¢ MOBHILEH PUCK OT pa3CTPONCTBA B AYTUCTHYHHS CIIEKTHP (IMPHOTH3HTEITHO

3 MbTH) U JETCKH ayTH3bM (OKOJIO 5 MbTH) B CPaBHEHHUE C TMOIMYJIaLMATA HAa Te3U 0e3 eKCIOo3uLMsA B
[IPOYYBAHETO.

Hanuuaure naHHU OT Apyro MOIMyJJaUHOHHO 0a3upaHO M3MMTBAHE MOKa3Bar, Yye Jelara ¢ €eKCrno3HuHs
Ha BAJINPOAT in utero ca ¢ NOBHILIEH PUCK OT pa3BUTHE HA CUMITTOMM KaTo Ae(HIIUT Ha
BHHMAHHMETO/XHIEPAKTHBHO pa3cTpoucTBO (attention deficit/hyperactivity disorder, ADHD)
(npubaM3uTEHO 1,5 MbTH) B CpaBHEHME C MOIMYJIALMATA HA TE3H 0€3 EKCITO3HIIMS B ITPOYUYBAHETO.

Jleya om dcencku noj, 0e8OUKU U HCEHU ¢ OemepoOeH NOMEHYUA (621C. no-2ope 1 moyka 4.4)
Cpe/icTBa ChAbPKALM €CTPOreH, BKIIOYHUTEIHO ChAbPIKAId €CTPOreH XOPMOHAJIHH KOHTPALENTHBH
MOraT Jia YBeJIM4aT KJIMpbHCa Ha BAJINpoaT, KOeTo OM MOTJIO J1a 10B€eJIe /10 HaMaJIiBaHe Ha CepyMHara

KOHLIEHTpallis Ha BAJINPOAT U Bb3MOXKHO HaMaJisBaHE Ha e()eKTUBHOCTTA HAa BAJIpOaAT (BXK. TO
U 4.5)

Axo ocenama naanupa Opemennocm

3a MOKAa3aHUETO EMUJIETICHS, aKO JKeHaTa IJIaHupa J1a 3adpeMeHee, Tepanusara ¢ BaJl
[PEOLIEHH OT CMELMAIMCT C OMHUT B JIEYEHHWETO Ha EeMWIencus U Aa ce oOMH
BBb3MOXKHOCTH 3a jiedeHHe. TpsOBa 1a ce mosokaT BCHUKH YCHIIHS, 3a Jla ce MpeMm
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aJITEPHATHBHO JICYeHHE NMPEeId 3a4€BaHETO U MpEAU NMPEKpaTABaHE Ha KOHTpALEIuATa (BX. Touka 4.4).
AKO CMSHATAa Ha JICYEHHETO HE € Bb3MOXKHA, )KeHaTa TpsAOBa Ja MOJIy4Yd JOIMBJIIHWTE/IHA KOHCYJITALHS
OTHOCHO PHUCKOBETE C BaINpoaT 3a HEepPOJEHOTO JAeTe B IMOJAKpena Ha HHPOPMHPAHOTO M B3eMaHe Ha
pellieHUe OTHOCHO CEMEHHOTO IUIaHUpPaHe.

3a rokazaHHeTo OMIOJIAPHO Pa3CTPOMCTBO, aKO YKEHaTa IJlaHMpa Aa 3adpemeHee, TpsaOBa aa ce MpoBeae
KOHCYJITALIUS CBHC CIELMAUCT C OMUT B JIEYEHHETO HAa OMIONAPHO Pa3sCTPOMCTBO M JIEUEHHETO C
BaJIMPOAT TpsAOBA /1a ce MpPeyCTaHOBH, H aKO € HeoOXOoAMMO, TpsAOBa 1na ce NMpeMHHE Ha aJITEPHATHBHO
JieYeHHUe MPpeIx 3a4EBAHETO U PeaH MpeKpaTsABaHe Ha KOHTpALIEIILIMATA.

bpemennu dcenu

Bannpoat kaTo JieueHHe 3a OMMOJIIPHO pa3CTPOMCTBO € MPOTHBOIOKA3aH 3a ynorpeda 1o BpeMe Ha
OpeMeHHOCT. Banmnpoar, kato jieyeHue 3a eMWIencus € MpOTHBOIOKa3aH IpH OPEMEHHOCT, OCBEH KOraTo
HAMAa MOJIXO/IAI0 AITePHATHBHO JIeYeHHUE (BK. TOUKH 4.3 U 4.4).

AKO €Ha, KOSTO Ce JIEKYBa ¢ BaJinpoar, 3abpemeHee, T4 TpAOBa HE3a0aBHO /1a C€ HACOYH KBM
CTIELIMAJIMCT, 3a 1a c€ OOCHAT aAJITEPHATUBHU BH3MOXKHOCTH 3a jiedeHue. [1o Bpeme Ha OpeMeHHOCT,
TOHUYHO-KJIOHUYHUTE I'bPYOBE MPH MaMKaTa M eIMHWIENITHYEH CTAaTyC C XHITOKCHA MOrar J1a HOCAT
OMpeaesieH PUCK OT CMBbPT 3a MaHKaTa H Iuloja.

AKO, BBIIPEKH W3BECTHHTE PUCKOBE C BAJINPOAT NMPH OPEMEHHOCT U CJie]] BHUMATEIHO OOMHUCI/ISTHE Ha
aJITEPHATHBHO JIEUEHHE, NPH U3KIIIOYMTETHH 00CTOATE/ICTBA OpeMEHHAaTa JKeHa TpsAOBa J1a 1oJTyvaBa
BaJINPOAT 3a eMUJIETICHS, MPENnopbhYBa Ce J1a:

e Ce WU3M0JI3Ba Hali-HUCKaTa e(peKTUBHA /103a U Ja ce pa3/ie/id JHEBHATa 103a BaJIpoaT Ha
HAKOJIKO MAJIKH 1034, KOMTO TpsAOBa J1a ce mpuemar rnpe3 uejms aeH. Ynorpedara Ha
NieKapcTBeHa (popMa ¢ yab/KeHO OCBOOOK/1aBaHe MOJKE J1a € 3a MpeArnoyuTaHe npea Apyru
JleKapcTBeHH (DOPMH, 32 J1a ce W30erHaT BUCOKM MAaKCHMAJIHHU IUTa3MEHH KOHLIEHTPALIUH (BXK.
TOuKa 4.2).

BcHUKH NaliMeHTKH ¢ €KCIO3HIMSA Ha BaJINIpoaT 1Mo BpeMe Ha OPEMEeHHOCT M TEXHUTE [MapTHROPH TpsAOBa
na ObaaT HACOYEHM KbM CIELIHAIIUCT C OIMUT B TEPATOIOrHATA 3a OLEHKA H KOHCYJITHPaHe OTHOCHO
eKcIrioHupaHaTa OpemeHHOCT. Tps0Ba na ce U3BbpIIBa ClIELHAIM3UPAaH NPEeHaTaJleH MOHHTOPHHT 34
OTKpHMBaHE Ha Bb3MOJKHA I1051Ba Ha JIe)eKTH Ha HEBpAJIHATa TPbOA UKW APYrH Ma(pOpMaLHH.
[IpuemaneTo Ha 100aBKH ¢ (ponreBa KMCEMHA Npeayd OpeMEHHOCTTA MOXKE /l1a HAMAJIU pUCKa OT
nedeKTH Ha HeBpaIHaTa TPb0a, KOUTO MOraT Ja Ce MOABAT MpH Besaka OpeMeHHOCT. HalmyHMTE 1aHHH
o0aue, He npeJronarar, ye GoimeBaTa KUCeIMHa MPe0TBPATABA MOSBaTa HA BPOJACHH J1e(PEKTH WIH
Mas(opMallii NOpaiu €KCIO3ULMA Ha BaJIIIpoar.

Puck 3a Hosopooenomo

-  MBHOro psaaKo ca JOKJa/IBaHU ClIy4aud Ha XeMOparH4eH CHHJIPOM MPH HOBOPOJAECHH, YHHTO MaHKH
Ca npuMeMaJii BajIpoar 1o BpeMe Ha OpeMeHHOCT. T03u XeMoparu4eH CHHAPOM € CBBP3aH C
TpOMOOLIUTONEHHS, XUMOPUOPUHOreHEMHS H/UJTH 10 HAMaJIABaHE Ha APYTH (PaKTOpH Ha
KPbBOCBCHPBAHETO. APUOpPHHOTreHeMHs € JOK/Ia[iBaHa ChIIO U MOXKe Aa ObJie ¢ (paTajieH H3XO.
To3u xemoparuyeH CUHHAPOM, oOaue, TpAOBa Ja ce pa3rpaHU4Yd OT HaMaJIIBAHETO Ha BUTAMHUH K-
3aBUCUMHUTE (paKTOpH, HHAYLIMpaHHU OT (eHobapOUTa U eH3UMHU UHAYKTOPH. Clie1oBaTesiHo,
Oposi Ha TPOMOOLIMTHTE, HUBOTO Ha (PMOPHUHOreHa B IJ1a3MaTa, KoaryJIallHOHHH TeCTOBE H (JaKTOpH
Ha KPbBOCHCHPBAHETO TPAOBA J1a ce U3cCjieABaT NPH HOBOPOJIEHH.

- Ciyyad Ha XHMOIJIMKEMHS ca OWJIM JJOKJ1a/1BAaHU NPH HOBOPO/IEHH, YHHUTO MalKH ca NMpHEMaJIH
BAJINPOAT IO BpeMe Ha TPeTUs TPUMECTBP OT OPEMEHHOCTTA.

- Cyyad Ha XMITOTHUPEOUIU3BM ca OMJIM JOKIAABaHHU [MPU HOBOPO/IEHHU, YHUHTO MANKH ca IpHeMallu
BaJINPOAT Mo Bpeme Ha OpeMEHHOCTTA.

-  CHHIpOM Ha OTHeMaHeTo (KaTo, H B YaCTHOCT Bb30yAa, pa3Apa3HUTEIHOCT, CBPBbXBb30YyAUMOCT,
HEPBHOCT, XHIIEPKUHE3Us, HAPYLIEeH TOHYC, TPEMOP, KOHBYJICHH M HAPYIIIEHUS Ha XpPayeHeTo;
MOJKe J1a Ce MOSIBU MPU HOBOPOJAEHH, YUUTO MANKH ca NPHEMAJIH BAJINIPOAT MO Bpeyr Ha e
TPUMECTBP OT OpEMEHHOCTTA.

MbkKe H NOTEHIIHAJIEH PHCK OT Pa3CTPOHCTBA HA HEBPOJIOTHYHOTO pa3BHTHE fipat 3
OalllH ca JIEKYBAHH ¢ BAJINPOAT Npe3 3-Te Mecena npeaH 3a4eBaHeTo.
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PerpocrnekTHBHO 00CepBALIMOHHO MPOYYBaHE B 3 CKaHIWHABCKH AbP’KABH MOKa3Ba MOBHUILEH PUCK OT
pa3CcTpoOMCTBa Ha HEBPOJIOrMYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 1o
| 1-roaumHa Bb3pacT), YMMTO OAlIM ca JIEKYBaHH C BAJNPOAT KaTO MOHOTEparnus npe3 3-Te Mecela
[pey 3a4eBaHeTO, B CPaBHEHHUE ¢ [ellaTa, YUUTO DAy ca JIEKYBaHH C JIAMOTPHKHH WIH
JIeBETHpALieTaM KaTo MOHOTeparnus, ¢ 00001meHo KopurupaHo croTHomeHue Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauusat kymynatuBeH puck ot NDD Bapupa mexay 4,0 % u 5,6 % B
rpyrnara Ha BaJIpoar crnpsaMo Mexay 2,3 % u 3,2 % B koMOMHHMpaHaTa rpyrna Ha
IaMOTpHKHH/JIeBeTHpalieTam. [IpoyuBaHeTo He e 10cTaThuyHO MalllabHO, 3a [1a ce U3CJie/Ba Bpb3KaTa
cbe cneurpuuau noaTunose NDD, a orpaHHyeHHsATa Ha MPOYYBAHETO BKIOYBAT MOTEHIIHAITHO
,,3aAMBIJIABaHe", CBBP3aHO C MOKA3aHHETO U Pa3JIMKH BbB BPEMETO Ha MPOC/IEAIBAHE MEKIY IPYIUTE C
exkcro3uumsa. CpeJHOTO Bpeme Ha INpociie/iiBaHe Ha Jelara B rpyrnara ¢ Bajinpoar Bapupa mexay 5,0 U
9,2 ronuHH B cpaBHeHHe ¢ 4,8 U 6,6 roAMHHU 3a Jeuara B rpyrnara ¢ JJaMOTPHKHH/JIEBETUpALIETaM.
KaTto usi1o € Bb3mMoxkeH noBuiueH puck ot NDD npu aeua Ha Oaunu, JeKyBaHH ¢ BaJIimpoar npe3 3-Te
Mecella Mnpeay 3a4eBaHeTO, HO MPUYMHHO-CJIEICTBEHATa Bpb3Ka C yroTpedara Ha Bajlpoar He €
norebpaeHa. OCBEH TOBA B MPOYyYBaHETO He € oleHeH puckbT oT NDD npu neua, yuuro dauu ca
CIIpeNTH NpUeMa Ha BaJINpoaT MoBeye OT 3 MeceLa Npeid 3a4eBaHeTo (T.€. € Bb3MOKHA HOBA
criepMmaToreHesa 0e3 eKCIO3ULIMs Ha BaJINpoar).

KaTo npeana3Ha Msipka, npeanucBaliyTe JeKkapu TpaoBa 1a HHGOPMHUpPAT NMalUEHTHTE MbXKe 3a TO3H
MOTEHLHAIEH PUCK H 1a 00CHAAT HEOOXOAMMOCTTA OT €()eKTHBHA KOHTpaLIENLUs, BKJIIFOYHTEITHO 3a
MapTHbOPKATa, JOKATO M3MOJ3BaT BAJIIPOAT U MOHE 3 Mecela e/l IpEKpaTaBaHe Ha JIEHYEHHETO (BXK.
touka 4.4). [TaieHTHTE OT MBXKKH MOJ1 HEe TpAOBA Ja JapsABaT CriepMa 1o BpeMeE Ha JICYEHHETO H B
MPOAb/DKEHHE Ha MOHE 3 Mecela CJie/] IpeKpaTsaiBaHe Ha JICYEHHETO.

[TaupeHTHTE MBXKE, JIEKYBAHH C BaJIpoaT, TPAOBa peaOBHO J1a C€ MPerjex/aaT oT JEKyBallHs I'
JIeKap, 3a J1a ce MpeLeHHU JaJIH BaJNpoaThT € Hal-NMOoAXOASOTO JICYEHHE 3a TAX. 3a MAaLMEHTH OT
MBKKH I10J1, KOMTO IUIAHUPAT /1a 3a4€Har JeTe, TpaOBa Aa ce OOMHUCIIAT M J1a ce 0OCHIAT C TAX
[MOJAXO/IAIIH AJITEPHATHBU Ha JIeUeHHETO. BbB BCEKH OTAE/EH ciiyyal TpaOBa [1a ce€ NMPEeLEHT
HHIMBUIYATHUTE o0cToATeNCTBA. [IpenopbuBa ce npu HEOOXOAUMOCT J1a C€ MOTHPCH CHBET OT
CMELIHAIUCT C OMMT B JICYEHUETO HA EMWIETICHA WK OUMOJIAPHO pa3CTPONCTBO.

Kbnpmene
ExckpeuusTa Ha BaarnpoaT B KbpMaTa € HUCKa, ¢ KoHueHTpauus mexay 1 % no 10 % ot cepyMHuTe

HMBAa Ha MaiikaTa. Bb3 OCHOBa Ha TUTEpaTypPHUS U KIIMHUYEH OMNUT, KbpPMEHETO TpSOBa Jia ce
[pepasriie/ia KaTto ce B3eMme rnoja BHUHMaHue npoduna Ha 6e3onacHocT Ha JlenakuH 57,64 mg/ml cupor,
0COOEHO XeMATOJIOTHYHHUTE HapylueHUs (BXK. Touka 4.8 HexxenlaHu JIeKapCTBEHH peakLHH).
ExckpelmsTa Ha BaInmpoar B MAHYHMHOTO MJIAKO € B Auana3zoHa ot 1 % 1o 10 % ot cepymHHuTe HHBA Ha
Mmaiikata. XeMaToJIOrHYHH HapylleHHs ca HaOIoJaBaHu NMpy HOBOpPOAeHH/0edeTa Korato ca KbpMEHH OT
MaMKH, MpyHeMaJsid Bajnpoar (Bx. Touka 4.8).

TpsOBa na ce B3eMe pelieHHe OTHOCHO CITUPAHE Ha KbPMEHETO WJIH MPEYyCTaHOBABaHE/OrpaHHYEHHE Ha
neyeHueTo ¢ Jlenakun 57,64 mg/ml cupon, KaTo ce UMaT nNpeaBul MOJ3HTE OT KbPMEHETO 3a JAETETO H
MoJ13aTa OT JICYEHHETO 3a MalKara.

PepTHIAHTET
HMma croO1ieHus 3a aMmeHopes, MOJIMKHCTO3HH ASHYHHULIK H YBEJIHYEHH HHBA HA TECTOCTEPOHA IPH JKEHH,
npyuemMaiy Bajmpoat (BK. Touka 4.8). [IpuiaraHeTro Ha BanmpoaT MOKe ChILO /1a HApYLLUH (pepTUINTETa
npu Mbxke (Bk. Touka 4.8). Hapyumenusara Ha ¢pepTunuTeTa B HAKOH CIy4yau ca OOpaTHMH Hal-Majko
3 Mecella clie/] NpeyCcTaHOBABaHE Ha jJeuyeHUueTo. OrpannyeH Opoi JOKIaABaHM C/Iy4YaH npearoJarar,
ye 3HAYMTEIHO HaMaJIsBaHe Ha J103aTa MOXKe J1a 11ogoopu (epruinmurera. BeIlipeku ToBa, B Apyry
CJTyYyau, HIMa JIaHHH 3a 00paTUMOCT Ha Oe3IUIOAUETO NPH MBIKE.
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4.7 EdexkTn BbpXy cnocoOHOCTTA 32 WIOPHpaHe H padoTa ¢ MAIIHHH

[TaumenTuTe TpsaOBa Aa OBbAAT NpEeAYIIPECHH 32 PHCKA OT ChbHJIHBOCT, OCOOEHO B ClIy4au Ha
[MPOTHBOIbPYOBA MOJIUTEPANUs UIH B KOMOMHaUMs ¢ OeH30aHa3enHHU (BXK. Touka 4.5 «Jlpyru
B3aUMOJICHCTBHA ).

4.8 Hexenanu JIeKAPCTBEHH peaKHH

Ms3nosn3Bana e cieaqnata CIOMS knacudukaius 3a yectorata Ha HeXKeJTaHWTE JIEKAPCTBEHH PEeaKLIHH:
Mmuoro yectH (=1%); uectu (=1% u <10 %); Hedectu (=0,1 u <1%); peaku (=0,01 u <0,1 %); mHOTO
penku (<0,01%), ¢ Hem3BecTHa YecTOTa (OT HAJIMYHHUTE TAHHU HE MOXe Ja Ob/ie HanpaBeHa OLEHKA).

Bpooenu, hamunnu u cenemuunu napywenus (6. mouka 4.6. ,, bpemennocm u kvpmene )
Bponenu mandopMalii U HapyLLIEHHUS B pa3BUTHETO (BXK. TOUYKH 4.4 1 4.6).

Hapywenus na kpvenama u aiumgnama cucmema

YecTu: aHemus, TpomOoLTONIEHUA (BXK. TOUKa 4.4)

HedecTH: naHLMTONEHHUS, JIEBKOTIEHHUS

Penku: HEIOCTATLYHOCT HA KOCTHHUS MO3BK, BKJIFOUMTETHO YHUCTA arula3yus Ha YEPBEHUS KPBBEH pe/,
arpaHyJIOLMTO3a, MAKPOLIUTHA AaHEMHUS, MAKPOLIMTO3a

Hzcneosanut

PenkH: NoHW)KEHH HUBA Ha KoaryJalMOHHUTE (PaKTOpH (MOHE HA €/IMH OT TAX), OTKJIOHEHHS B
KOaryJjallMHOHHUTE TECTOBE (HanpuMep YIb/HKEHO MPOTPOMOHUHOBO BpeMe, YIb/IKEHO aKTHBUPAHO
apLUaJIHO TPOMOOIIJIACTHHOBO BpeMe; YABKEHO TPOMOUHOBO BpeMe; yBeardeH INR) (BxK. TOUKH
4.4 u 4.6), HejOoCTHUT HA OMOTHH/OMOTHHUIA3a

Hapywenua na nepsnama cucmema

MHOro 4ecTu: TpemMop

YecTH: eKCTpanMpaMUIHHU HaApPYLIEHUS, CTYIIOP®, COMHONEHTHOCT, KOHBYJICHH, HapyLlIEHUs B [1aMETTA;
raBo00JIME; HUCTArbM; HAKOJIKO MUHYTH CJl€[]l HHTPAaBEHO3HA HHKEKLIMA MOXKE /1a HACTHIIH
3amMaiBaHe (MpU UHTPABEHO3HO MPUIIOKEHHE, 3aMAHOCT, MOJKE /1a C€ MOJY4YH 3a HAKOJKO MUHYTH H
OOMKHOBEHO H34€3Ba CIIOHTAHHO CJie/] HAKOJIKO MUHYTH)

Heuectu: koma*, eHuedanonatua™, neraprus®, oOpaTiM NapKMHCOHW3BM, aTAKCHS, MapecTe3us
Penku: oOparnma aeMeHUMs CBbp3aHa ¢ oOpaTtuMa uepeOpaiHa aTpo¢Hsi, KOTHUTUBHH HapylLlIEeHUs
*CTynop 4 fetaprus, BOACLUH MOHAKOra /10 MpeXoaHa KoMa/eHuedanonarus; Te ca OWiu
CaMOCTOSITEJTHH HJTH CBBbP3aHH C MOBUIIIABAHE YECTOTAaTa HAa ’bPYOBETE B XO/1a HA TepanusTa, u
HaMaJIssBaT MpU CIIMPAHE Ha JICYEHUETO WM MOHW)KaBaHe Ha no3ara. T'e3H ciayyad Bb3HMKBAT Hal-
4eCcTO NPH KOMOMHHUpaHa Tepanus (Mo-cneuranHo ¢ (peHoOApOUTANT WK TONMpPAMAT) UIIH Clle/]
BHE3aITHO yBeJIMYaBaHe Ha JO3UTE BaJIIpOAar.

Hapywenus na ouume
Penku: nunionus

Hapywenus na yxomo u raoupunma
Yectu: riyxora.

Pecnupamophu, epvOHU U MEOUACMUHAIHU HAPYULe HUA
HeuecTH: nueBpaieH U3JuB

Cmomaiuno-ypesHu HapyuleHus
MHoro yecTu: rageHe™
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UecTH: noBpbllaHe, Bb3MAJIEHUS HA BEHLIUTE (OCHOBHO XHUIIEPIUIa3Usl HA BEHLIUTE), CTOMATHUT, 00JIKa B
ropHaTa 4acT Ha KOpema, IHapus 4€CTO Bb3HHUKBAT IMPH HAKOW MALMEHTH B HA4YAJIOTO HA JICYEHHETO, HO
OOMKHOBEHO M34€e3BaT CJie/l HAKOJKO JIHH 0€e3 nmpekpaTsaBaHe Ha JIEYEHHETO

*HabmronaBa ce Chlo HAKOIKO MHHYTH CJI€]] HHTPAaBEHO3HO HHXKEKTHPAHE ChC CMIOHTAHHO 3aTUXBAHE B
pPaMKHTE Ha HAKOJIKO MHHYTH.

HeuecTu: maHkpeaTHUT, NOHAKOra ¢ ¢araieH u3xo/ (Bx. Touka 4.4).

Hapywenua na 6vopeyume u nukoynume nomuuya

YecTu: ypuHapHa HHKOHTHHEHLIMS

HeuecTu: 0b0peyHa HEAOCTATHYHOCT

Penku: enypesa, TyOysoMHTepcTULIMAIeH HE(DpUT, 0OpaTuM CHHAPOM Ha Fanconi, HO MEXaHU3MBT Ha
JICHCTBHE OLLIE HE € SICeH

Hapywenus na kodxcama u nooOKodicHama muvKau

YecTH: CBpBbXYYBCTBUTE/THOCT, MTPEXOAHA H/HWIIH 10303aBUCHMA AJIONELUs, HAPYLIEHUS! HA HOKTHTE U
HOKBTHOTO JIETJIO

HeuecTH: aHruoeneM, oOpHB, HapyLIEHUS Ha KOChbMa (KaTo HeOOWYaiHa CTPYKTYpa Ha KOChbMA,
MPOMEHH B LIBeTa Ha KOChbMa, HEOOHYaeH pacTeXK Ha KocaTa)

Penku: TokcHYHa enuaepMaiHa HEKpoJiu3a, CHHAPOM Ha Stevens-Johnson, epureMa MmyinTudopmMme,
CUHPOM Ha JIEKapCTBEH OOpHUB ¢ €03UHODHIUA H cucTeMHH cumnitomu (DRESS)

Hapywenusi na MyckyaHo-ckeiemuama cucmema u Cb@OUHUmeaHama movKau

HedecTu: HaMaleHa KOCTHA MUHEpaJIHa [UTbTHOCT, OCTEONEHHUS; OCTEOINOpOo3a U GpaKkTypHu MpH
MalMEHTH Ha NPOAb/DKUTEIHA Tepanud ¢ lenakul 57,64 mg/ml cupon. MexaHu3MbT, MO KOHTO
JlenakuH 57,64 mg/ml cupon noBiysBa KOCTHUSA MeTabOJIU3BbM, HE € YCTAHOBEH

Penku: cucTeMeH Jiynyc epuTeMaTo3yc (BxK. Touka 4.4), pabaomuosiuza (Bxk. Touka 4.4)

Hapywenusa na enookpunnama cucmema

HeuecTH: cuHapom Ha HapylieHa cekpeuus Ha AJIX (SIADH), xunepaHaporeHu3bM (XHP3yTH3bM,
BUPHJIU3BM, AKHE, MBXKKH THUIT AJIONEUHUA U/ UK YBEJIMYEH aHIPOTE€H).

PeKHU: XHIMOTHPEOUAU3BM (BXK. TOUKA 4.6)

Hapywenusa na memabonuzma u xpamenemo

YecTu: XunoHaTpemus, yBeJIU4eHO Terjio*

* [IoBUIIIEHOTO TE€NECHO Terjao TpsaOBa aa Obje BHUMATEIHO MPOC/easiBaHO, Thil KaTo € (hakTop 3a
MOJIMKUCTO3€H OBapUaJieH CHHAPOM (BiK. TOUKa 4.6)

Penku: xunepamonuemus™ (Bxk. Touka 4.4), 3aT1bCTABaHE

*Bb3MOKHO € J1a HACTBIIAT CIy4Yad Ha W30JMpaHa UM YMEpPeHa XUnepaMoHHeMus 0e3 nMpoMsiHa B
4yepHOApOOHHUTE (PYHKLIHOHATHH TECTOBE U TOBA HE TpsiOBa na ObJe NpUYHHA 3a NPeKpaTABaHe Ha
TepanusaTa. Cb001aBaHO € U 3a XUIIEPAMOHUEMHUS, CBbP3aHa ¢ HEBPOJIOTHYHU CUMNTOMH. B TakuBa
CIIy4yad € HeOOXO/IMMO 11a c€ OOMUCIAT AOMBJIHUTEIHHU U3caeBaHus (BxK. ToUkH 4.3 U 4.4 Hapyimenus
B YPEHHUSA LMUKBJ1 U PUCK OT XUriepamoHeMus W [lalMeHT ¢ pucK OT XHITOKAPHUTHHEMHS ).

C Heu3BeCTEHA YeCTOTA: XMITIOKAPHUTUHEMHUS (BXK. TOUKH 4.3 U 4.4)

Heonaazmu - aﬂﬁpUHHUECHIHEFIH, JIOKAYecmeeHu u HE’GH{JE@E‘J’IEHH (HK-’I. Kucmu u nojauni)
PE,[[I{HZ MHEITOAUCIUIACTHYECH CHHAPOM

Cv006U HapYUeH A
Yectu: xemoparus (BxK. TOUKH 4.4 1 4.6)

HeuecTtu: BACKYJIHT

Oowu napywenust u eghekmu Ha MACMOMO HA NPUIOIHCEHUE
HeuecTu: xunorepMus, HETEXKbK neprudepeH enem

Xenamoobwnuapru HapyuwieHus

19




YecTu: yepHOAPOOHH yBpexaaHUs (BXK. TOUKa 4.4)

Hapywenwa na ev3npouzeooumennama cucmema u 2epoama

YecTu: nucMeHopes

HeuecTn: ameHopes

Penku: 0e3rioaue npu Mexe (BK. ToYKa 4.6), MOJIMKUCTO3HH AMYHHLIM

Icuxuunu napywenus

YectH: cbcTOIHUE HA OOBPKAHOCT, XaKOUMHALIMY, arpecua ™, axuTauusa™, HapylIeHO BHUMaHHe™
Penku: abHOpMHO nmoBeaeHHE™*, ICHXOMOTOPHA XMIIEPAKTHBHOCT™, HapyllIeHa CrOCOOHOCT 3a
oOyueHue*

*Te3un He)KelaHU JIEKapCTBEHHU PEaKLIMU ca HaO0JIroJaBaHH OCHOBHO MPH MNeJHaTpuyHaTa nomyJiamnus.

Brusnue evpxy nabopamopHnu u OuacHOCMUYHU U3CAC08AHUA

Twii kKaTo BaJimpoar ce OTaesisi OCHOBHO Mpe3 0bOpeuure, 4acTHUHO oA (hopmMaTa Ha KETOHHHM TeJla,
pe3yATaThT OT HAlIPaBEHHUA TECT 3a OTACJICHUTE KETOHHHU TeJla MOXKe J1a € NMOABEX/1alll [TPH MaLUEeHTH C
nuader.

[ leanaTpuyHa nomyJaanus

[IpodunbT HA Oe30MacHOCT HA BaJINpoaT B MeAUWaTpUYHaTA MOIMYJlallks € CPaBHUM C TO3H IpH
Bb3PAaCTHH, HO HAKOHW HEXKEJIaHW PeakLMH ca MO-TEeKKH WK ce HaOJ1k01aBaT IJ1aBHO B MeJaMaTpUYHaTa
nomynauus. CbliecTByBa 0OCOOEH PUCK OT TEKKO YEPHOAPOOHO yBpeKAaHe MPU KbpMaveTa U Majiku
neua, ocoOeHoO Ha Bb3pacT oA 3 roaAMHH. Mankure aeua cbilo ca U3JI0KEHH Ha 0COOEH PHCK OT
MaHKpeaTHT. Te3u pUCKOBE HaMaJIIBaT ¢ YBEJIMYaBaHe Ha Bb3pacTTa (BxK. Touka 4.4). [IcuxuyHm
pa3CcTpPOMCTBA KaTO arpecus, Bb30ya, HapyLIEHUE HAa BHUMAHUETO, HEECTECTBEHO MOBEICHHE,
[CUXOMOTOPHA XUIIEPAKTUBHOCT U HapyLI€Ha CIIOCOOHOCT 3a 00y4YeHHue ce HabJroaaBaT rJ1aBHO TpH
eadaTpuyHaTa rnomyJiaLus.

CphobmaBaHe HA He)KEJIAHH PeaKIHH

Cpo0O1aBaHeTO Ha MOA03HPAHU HEXKEJIAaHW PEAKLMH Clie/l pa3pelliaBaHe 3a ynorpeda Ha JiIeKapCTBEHMS
MPOAYKT € BaKHO. T0oBa NMo3B0JIsABA 1a MPOAB/LKH HAOMIOA€HHETO Ha CbOTHOLIEHUETO T0J13a/pUCK 3a
JIEKapCTBEHUA MPOAYKT. OT MEAHLIMHCKHUTE CINELIHAIHCTH C€ U3UCKBA /1a ChOOLIIaBaT BCIKa
MOJ03MpaHa HeXKeJlaHa peakuus ypes:

M3nbaHUTENHA areHLus 110 JiekapcTBaTa

yi. ,,JlamsaH ['pyeB” Ne 8,

1303 Codwms,

Ten.: +35 928903417,

yeOcauT: www.bda.bg.

4.9 Ilpenozupane

[[py3HALIM K CUMITTOMH

[Ipy3HauMTe Ha OCTPO MACHUBHO Mpe03HpaHe OOMKHOBEHO BKJIKOYBAT KOMA ¢ MYCKYJIHA XHITOTOHMS,
xuropedaekcus, MHO3a, HapylueHa auxatenqHa QyHKUMS, MeTabdOJMTHA auMa03a, XMUIIOTOHHMS M
LIMPKYJ1ATOPEH KOJIArC/LIOoK.

Cniel MaCMBHO Mpea03HpaHe ca HaCThIIBAJIM CMBPTHHU Cilydyad; BHIPEKHA TOBA, OOMKHOBEHO M3XOABT €
OJIarONpHUsATEH.

HajimuueTo Ha HATPUHA B CHEIMHEHUATA C BAJINIPOAT MOXKE J1a IOBEIE 10 XUIIEPpHATPHE
[peao3upaHe.
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OBJ1aIgBaHE

B cnyyai Ha npe1o3UpaHe ¢ BAJINIPOAT, BOJAELLO 10 XHUIIEPAMOHEMHSI, MOKe J1a Ce
MPWIOKH KapHUTHH HHTPABEHO3HO, 34 J1a C€ HOpMaJIM3HpaT HUBATa Ha aMOHSKa.

5. PAPMAKOJIOTHYHH CBOHCTBA

5.1 PapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: [IpoTUBOenUIENTUHYHHU Cpe/ICTBA
ATC kon NO3AGO]
[HInpokOCNIEKTBPEH MPOTHBOSMUIICIITHYEH JIEKAaPCTBEH MPOAYKT.

Herosure aHTUKOHBYJICHBHH CBOMCTBA JE€HCTBAT Cpellly pa3/Ii4HHA BHAOBE I'bPYOBE MPH KUBOTHHUTE H
NMpUNaIbLM NPU Xopara.

ExcriepyMeHTalIHA U KIIMHUYHH [POYYBaHUs Ha BaJilpoara MOKa3BaT JBa THIIA MEXAHM3MH Ha
AHTUKOHBYJICHBHO JI€HCTBHE:

[TbpBUAT € npsak papMakoJIOruyeH epekT, CBbp3aH ¢ IUVIa3MEHUTE U MO3BbYHHUTE KOHLIEHTPALIMH Ha
BaJImpoara.

BTOpHAT O4EBHUIHO € UHIUPEKTEH U HAH-BEPOSITHO € CBbP3aH ¢ METaOOJIMTHUTE HA BaJIMpoarTa B
MO3bKa, C HK3MEHEHHE B HEBPOTPAHCMHUTEPHTE HIIM C JUPEKTHH MeMOpaHHH edexTr. Haii-
pa3npocTpaHeHaTa XMIl0Te3a € CBbp3aHa ¢ rama-aMuHOOyTHpoBaTa kucenuBa (GABA), HuBaTa Ha
KOSITO C€ NMOKayBaT CJIe/l MPUJIOXKEHUE Ha BAJIITPOAT.

BannpoarsT HaMalIsiBa MPOAB/DKUTEIHOCTTA HA HHTEpMEAHEPHaTa (pa3a Ha ChbHS C €JHOBPEMEHHO
yabJ/bkaBaHe Ha OaBHOBBJIHOBHSA CHH.

5.2 ®PapMaKOKHHETHYHH CBOHCTBA

Pa3snpeneneHue

[IpemMmuHaBane npe3 ruialieHTara (Bx. To4ka 4.6).

Bannpoart npeMuHaBa rnpes ruialieHTapHaTta Oapuepa KakTo MpH JKUBOTHH, TaKa M MPH XOpa.

- [Ipu XMBOTHUTE, BaJIMpOAT NpEMUHABA Ipe3 IUIaLleHTaTa B 110J00Ha CTENEH KaTo MpH Xopara.
- Hakonko nmyOavKanuu ca v3cieaBald NpH XOpa KOHUEHTpPaUMMTE HAa BaJMpoOAaT B MbIHAaTa
BPbB Ha HOBOPOIAEHH INpU paxaaHe. CepyMHHUTE KOHLEHTpPALUMH Ha BajINpoaT B MbIIHAaTa BPHB,
MOKa3Ballld Te3W BbB (peTyca, ca nogoOHH WM JIEKO 3aBUILIEHH B CpaBHEHHWE C Te3H Ha MalKara.

MeTalo0Ju3BM
[Ipu npoBeaeHuUTE paziuuHu (apMaKOKHHETHYHH MPOYUYBaAHUA HA BAJINpPOAaT € OUJI0 YCTAHOBEHO, Ye:
- OMOHAJIMYHOCTTA HA HATPHUEB BAJINPOAT B KPbBTA CJIe/] OPAJIEH MPUEM € NPUOITUZUTESTHO
100%.

— 00eMbT Ha pa3rnpeneeHre € OrpaHHYeH OCHOBHO /10 KpbBHATa LIMPKYJIaUMs U OBbp30
oOMeHsLIaTa ce eKCTpale/yjapHa Te4HOCT. BannmpoarbT npeMuHaBa B rpbOHaYHO-MO3bYHATA
TEYHOCT U MO3bKa.

—  IUIa3MEHMAT NMOJTYKUBOT € 15-17 yaca.

—  TeparieBTUYHATa €PEKTUBHOCT U3UCKBA MUHUMAaJIHA cepyMHa KOHUeHTpauus oT 40-50 mg/l ¢
lnpok auana3oH mexay ot 40-100 mg/l. ITopabpkanero Ha HUBa Haja 200 mg/l Hanara
peAyluMpaHe Ha J03ara.

—  [IOCTOsIHHA TUla3MeHa KOHLIEHTpaLMs ce JOCTUra 3a 3-4 1HH.

—  BaJIIPOATHT C€ CBbP3Ba BbB BUCOKA CTEIEH C IUIa3MEHHUTE IMPOTEUHHU, KOETO 3aBUCH
1 C€ CTHUra /10 HaCHIaHe.

—  OCHOBHMAT IBT 3a OMOoTpaHcGopMaLMa Ha BAJINPOAT € TJIKOKYpPOHHUpaHeTo (~4
ype3z UGT1A6, UGTIA9 u UGT2B7.

—  HATPHMEBHUAT BAJINPOAT Ce€ EKCKpEeTHpa IJIaBHO C YpUHATa CJie/l KaTo ce MeTal
MTIOKYPOHHM3aLUs U OeTa-OKCHAallUs.
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—  MOJIEKYJIaTa Ha BaJirpoaTa ce JUau3upa; XeMoiMaiu3ara, obaye, MoBaMsaBa camo cBoOOHATa
¢pakiys Ha Basinpoara B KpbBTa (nmpudnusurenHo 10%).

—~  BaJINPOAThT HE HHAYLMPa €H3UMUTE, y4acTBallld B MeTaDOJIMTHATa CUCTEMA HA LIUTOXPOM
P450. ITopanu ToBa, 3a pa3/iMKa OT MOBEYETO aHTHEIUJIENTHLIA, TOU HE YCKOpsBa
COOCTBEHOTO CH pa3rpax/iaHe, HUTO MbK TOBAa Ha JIPYTMTE BELIECTBA, KaTO ECTPOreHH,
MPOTreCTOr€HH U OpaJIHH AaHTHKOAr'yJIaHTH.

[eouampuunu nayuenmu

Jlenia Ha BB3pacT Hag 10 rogMHHU W IOHOIIKM UMAT KJIMPBHC Ha BAJINPOAT MoJ00EH Ha TO3H IPH
Bb3pacTHH. [Ipy neauaTpuyHU ManMeHTH Ha Bb3pacT noj 10 roaMHu CHCTEMHHSA KIIHPBHC Ha
BaJINPOAT C€ pa3janyaBa B 3aBUCUMOCT OT Bb3pacTTa. | Ipy HOBOpOAEHH U KbpMayeTa Ha Bb3pacT 110
2 Mecella KJIMPBHCHT Ha BaJIlpoaTa € HaMaJIeH MPU CPaBHEHUE C TO3H MPH Bb3PaCTHU U € HaH-HUCHK
HEMOCpeJACTBEHO ciiell paxkaaHeTo. [ Ipu nperien Ha Hay4yHaTa JIMTepaTtypa, 1oJIy>KHBOTHT Ha
BAJINpOAaTa MPH KbpMayeTa Ha Bb3pacT 10 2 Mecela NoKa3Ba 3HaYMTEIHH pa3jiMKH oT 1 1o 67 4aca.
[Ipu neua Ha Bb3pacT 2 — 10 roauHH, KIMPBHCHT Ha Bajpoarta € ¢ 50% mo-BHCOK OT TO3H IpH
Bb3PAaCTHH.

5.3 [Ipeak/IHHHYHHE JaHHH 32 0€30MACHOCT

[TpoyuBaHUs NMPH )KUBOTHHU MOKA3BAT, Y€ €KCIIO3HULIMATA HA BAJINPOAT in utero BOAH 10 MOP(pOIOrHYHH
W/ WK (PyHKLIMOHAJIHA ITPOMEHH Ha CIIyXOBAaTa CUCTEMa IPH MUIBXOBE W MHUILKH.

Bannpoar He nokasBa Ipy aHAIU3 in Vitro MyTareHHOCT HUTO NMpPH OAKTepUH, HUTO BBPXY KIIETKH OT
MHIIH JTUMPOM U HEe UHAYLHMpa penapauus Ha JIHK B mbpBUYHH XeNaTOLUMTHU KYITYPH OT IUTBX. [n
vivo, o0aye, ca rnoJly4eHH IMPOTHBOPEYUBH PE3YJITATH 32 TEPATOr€HHUTE 03U B 3aBUCUMOCT OT
Ha4yMHA Ha npunokeHue. Cien NepopajHO MPUIOKEHHE, HAH-4e€CTO M3MOJI3BaAHUS HAYHH Ha
MPUJIOKEHHE MPH XOpa, BAIMPOATHT HE HHAYLIMPA XPOMO30OMHH a0epaliMH B KOCTEH MO3BK OT ILTBX
WJIH JOMHMHAHTHH JIeTaJHH e(eKTH NpU MULLIKH. MHTpanepUTOHEATHOTO HHIKEKTHPAHE Ha BaJIIIpoar
[MOBHINIaBa HaKbCcBaHe Ha Bepurute Ha JIHK u xpomo3omMuM yBpexKaanus npu rpusadu. B
NOMbJIHEHHE, B IMTyOIUKYBaHU MPOYUYBAHUA € CHOOIIABAHO 3a YBEJIHYEH OOMEH MEXKIY CECTPHHCKHTE
XPOMATH/IH MPH MALKUEHTH C eMUJIETICHS, MTPHUEMALLIH BAJINPOAT, B CPABHEHUE C HEJIEKYBAaHH 3/IpaBH
y4acTHHLH. Bbripeku ToBa, U3KIIIOYBALLH C€ pe3yJITaTH Ca MOJIYy4YE€HH [P CPaBHABAHE Ha JAHHHUTE TPH
MAalHEeHTH C eMHJIETICHs, JIEKYBaHHU C BaJINIPOAaT, ¢ TE3U HA HEJIEKYBAHH MMALIHEHTH C eIHJIETICHS.
KnunnyHoTo 3HaueHHe Ha Te3d pe3yaratu 3a JJHK/Xxpomo3zomure € HeM3BECTHO.

HexkuHHYHHUTE JaHHH HE NMOKa3Bar ocoOeH PHCK 3a XopaTta Bb3 OCHOBA HA KOHBCHUUIHOHAJ/THH
MpOy4YBaHHA 34 KAHLCPOI'CHHOCT.

Penpooykmuena mokcuynocm

BannpoarsT HHAYLHpa TEPATOreHHU ePeKTH (MaipopmMaliid Ha MHOXKECTBO OpraHHH CHCTEMH) B
MHMIIKH, TUTbXOBE U 3aHUU. OTKIOHEHHUS B MOBEAEHUETO ca ChOOIIaBaHH B HHAWBHIMTE OT ITBPBO
MOKOJIEHHE Ha MULIKH M TUTbXOBE CJIe]] €KCIO3ULMUA in utero. HAKOHM MOBeIEHYECKH ITPOMEHH Ca
Ha0J110/1aBaHH CBIIO H BB BTOPO MOKOJIEHHE, a CBIIHUTE ca OWJIM MO-TPYAHO 3a0€JIE:KUMH B TPETO
MOKOJIEHHE Ha MHLLKH CJIe/] OCTpa in utero €KCno3uLUsg Ha NbPBOTO MOKOJIEHHE HA TepAaTOreHHH /103H
pasinpoar. CKpUTHTE MEXAHU3MHU U KJIMHHYHATa 3HaYHMOCT Ha T€3H OTKPHUTHS ca HEM3BECTHH.

B npoyuBaHHs 32 TOKCHYHOCT NMPH MHOIOKPATHO MNpHJlaraHe ca cbOOILEHH TECTHKY/1apHa
nereHepanus/aTpodus UK HaApYLUEHUs B CIIEpMATOreHe3aTa U HaMaJIsiBaHE Ha TETJIOTO Ha TECTHCHTE
[PH BB3PACTHH TUTBXOBE M KyUeTa cjiejl MepopaiHO MPUIOkKeHHe B 103H ¢boTBeTHO 400 mg/

P4 BB3PACTHH KyUeTa.

CpaBHeHMATA HA rpaHULIMTE HA Oe30MmacHOCT Ha 0a3ara Ha ekcTparnosupaHata AUC
Ky4eTa MoKa3BaT, ye MO)Ke J1a HiMa rpaHdia Ha 0€30MmacHOCT.
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[Ipy 1OBEHHJIHU TLTHXOBE HAMAJIABAHE Ha TErJIOTO HA TECTUCUTE € HaOII01aBaHO CaMO MpH JI03H,
HaJBHIIABalllM MaKCHUMaJIHaTa noHOocKuMa a03a (0T 240 mg/kg/neH npu HHTpANepUTOHEATTHO HITH
MHTPABEHO3HO MpHIIOKeHHe), 6e3 CBbp3aHH XUCTONATOJOrHYHHU npoMeHH. He ca HabmonaBanu
e)eKTH BbPXY MBKKHTE penpoayKTHBHHA OpraHH NpH noHocumu 1034 (10 90 mg/kg/nex). By3 ocHoBa
Ha T€3W JaHHHW FOBEHWIHHUTE )KHBOTHHU HE C€ CUMTAT 3a MO-MOAATIMBH 10 OTHOIIEHHE HA HAXO/KH B
TECTHCHUTE, B CPaBHEHHE C Bb3PACTHUTE. 3HAYEHUETO Ha HAXOAKHTE B TECTHCHUTE 3a NeAHaTpHYHATa
[onyJjalus He € U3BECTHO.

B npoyuBane 3a ¢pepTHIMTETA NPH MUIBXOBE, Balnpoat B 1034 A0 350 mg/Kg/nHeBHO HE MOBIIHsBa
penpoayKTUBHaTa (GYHKLHS IPYU MBbKKHTE HHIMBHIK. BhNpeku ToBa HHYEPTHIIUTET MPH MBIKE €
HIEHTH(HULIMPAH KaTO HeXellaHa peakius Mpy xopara (BXK. TOYKH 4.6. u 4.8).

6. G®APMAIIEBTUYHHU JAHHU

6.1. ChnHCbK HAa NOMOUIHHTE BellecTBa

MeTtunnapaxuapoKkcuOeH30aT, NponuiInapaxuapokcuOeH30ar, 3axapo3a, COpOMTOII, TJIMLEPOJI, apOMaT
Ha Yyepellu (ChbAbpKa €TaHoJl), XJIOPOBOJAOPOAHA KHCE/IHHA, KOHLEHTpHpaHa WJ1d HATPHEB XH/IPOKCH/I
pH =73 - 7,7, npeudcTeHa Boja.

6.2. HecbBMEeCTHMOCTH

Hsama nanau

6.3 Cpok Ha rogHocTt
2 TOIMHH
6.4 CnenHajiHH YCJIOBHS HA CbXPaHEHHEe

Jla ce u3mosssa 10 1 Mecell ciiel MbPBO OTBapsAHE Ha OyTUIIKaTA.
Jla ce cpxpaHsBa npu Temrieparypa noa 25°C npeau v ciea MbpBO OTBapsHe Ha OyTHJIKaTa.

6.5 Bua v chabp/KaHHe HA ONAKOBKATA

Kapronena onakoBka, chabpkama 150 ml cupon B cThkjeHa OyTHIIKAa OT KasBO CTHKIIO ¢ Osiia
[UtacTMacoBa Karayka, 3allldTeHa OT Jiella U MEpPUTEJIHA CIIPUHLIOBKA 3a MEPOPAIHO NPHIIOKEHHE.

6.6 CnenHa/IHH Npeana3Hd MepPKH NPH H3XBbPJIAHE

3a 11a OTBOpHTE OYTHIIKATa, HATUCHETE HA/0Jy W 3aBbpTETE Mpe/na3Hara kanauka. byTuikara TpsOBa
1a ce 3aTBapd clie/] BCika ynorpeoda.

j 8 MPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Sanoft Winthrop Industrie

82 avenue Raspail

94250 Gentilly

OpaHius

8. HOMEP HA PABPELHIEHUETO 3A YIIOTPEBA

Per. Ne 20010272
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9. JIATA HA ITBPBATA PETUCTPALUA/ TTIOJHOBABAHE HA PASPEIIEHHUETO
3A YIIOTPEBA

JlaTa Ha mbpBO pa3zpewaane: 06.03.2001
Jlata Ha nocnenHo nogHoBsBaHe: 12.01.2012

10. JNATA HA AKTYAJIM3ALIUSA HA TEKCTA

11/03/2024
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