IMPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKApCTBEH MPOAYKT MOJICKH Ha JOIIBIHUTEIHO HAOMoAeHne. ToBa 111e 1mo3Boiu 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICUAIICTH Ce
M3KCKBA Jla ChOOIIaBaT BCsKA MTOI03MPaHa HeXXeIaHa peakiius. 3a HaurHa Ha ChoOIaBaHe Ha
HEXEJIaHU PEaKkliu BUXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Denbrayce 120 mg HHXEKITHOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceku ¢utakon chappixa 120 mg neHozymad (denosumab) B 1,7 ml paztBop (70 mg/ml).

Jleno3ymab e 4oBemKo MOHOKIIOHATHO aHTUTI0 [gG2, mpon3BeAeHO B KJIEThYHA JTUHUS OT
003aiHUK (KJIETKH OT SIMYHHUK Ha KATalCKU xamcTep) upe3 pexkomOrHanTHA JIHK TexHoMOTHS.

[omomtHO(¥) BelecTBO(a) ¢ M3BECTHO NEHCTBHE
Bcexku dumakon cpappika 78 mg copoutoin (E420) u 0,17 mg momucopbar 20 (E432).

3a IIBJIHMS CIIMCHK Ha ITOMOIIHHUTE BEUICCTBA BUXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

MHxeKmoneH pa3TBop (MHKEKIIs)

Buctbp, 6e31BETEH 10 CBETIIOKBIT PA3TBOP M MOXKE 1a ChABPKa CIEAH OT MPO3payHu A0 Oesn
IMPOTEMHOBU YaCTUIIHU.

4. K/IMHUYHMU JAHHU

4.1 TepaneBTHYHH NOKA3AHUS

[IpenorBpatsiBane Ha CHOUTHS, CBBP3aHH C KOCTHATA CHCTeMa (MAaTOJIOTHYHA QpakTypa, 00puUBaHe Ha
KOCTTa, TpbOHAYHOMO3bYHA KOMITPECHUS HJIH OTIEpalisl Ha KOCTTA) MPH Bh3PaCTHH MAIUEHTH C
HalpeIHalU 3JI0KaueCTBEHH 3a00JsIBaHMs, 3acATalll KOCTUTE (BXK. Touka 5.1).

Jleuenune Ha BB3PACTHU U IOHOIIH CHC 3aBBPIICHO CKEJICTHO Pa3BUTUEC C TUTAHTOKJIICTHYCH TYMOP
Ha KOCTTa, KOHTO € HeonepaOWiIeH MM KOraTo MMa BEpOSTHOCT XUPYyprHYHaTa pe3eKUus na
JIOBEZIE A0 TEXKa 3a00J1€BaeMOCT.

4.2 JIo3UpOBKa M HAYMH HA NPHJIOKEHHE

Denbrayce TpsiOBa fa ce mpuiiara 1mo HaOJII0ICHHETO Ha METUITMHCKH CIICITHAIIHCT.

EOBI/I[ DOBKa

Benuku nanuenTu TpsaodBa na nomyyasart go0aBku ¢ Haii-manko 500 mg kanuuii u 400 IU Butamun D
JHEBHO, OCBEH aKO € HAJIHUIIEC XUIepKanuuemMus (BX. Touka 4.4).

Ha manmenTute, kouto ce nekyBat ¢ Denbrayce, TpsiOBa Jja ce mpeocTaBy JIMCTOBKA 32 MAIUEHTA U
HATIOMHSII[a KapTa Ha MaIeHTa.



Ilpeoomepamsesane na coOumus, c8bP3aAHU ¢ KOCMHAMA CUCMEMA NPU 8b3PACMHU C HANPEOHANU
3710Kauecmeenu 3a001A6aHUS, 3dcCA2au Kocmume

[IpenoprunrtennaTa mo3a € 120 mg, mpumokeHa KaTo eIHOKpPATHA MOAKOKHA HHKCKITUS B
obnactra Ha OeIPOTO, KOPEeMa WM MUIIHUIATA, BEAHBXK Ha BCEKU 4 CEAMMIIY.

T'ueanmokiemvuen mymop Ha Kocmma

[penoprsunrennara no3a Denbrayce e 120 mg, npuokeHa KaTo eTHOKpaTHA ITOAKOKHA HHKEKIINS
B o0JyiacTTa Ha OeAPOTO, KOpeMa MM MUITHULIATA BEAHBK Ha BCEKH 4 CEIMUIIH, C JOITBIHUTETHH
no3u oT 120 mg Ha geH 8-Mu U 15-TH OT JleyeHHEeTo Npe3 MbPBUS MECell OT TEpanusiTa.

[Maumentute B npoyuBane daza I, kouto ca npeTbpreny MbiIHa pe3eKIHsl Ha THTAHTOKIEThYEH
TyMOp Ha KOCTTA, ca MOJYy4YHIIH ollle 6 Mecela JJIeUeHHe ciIe]l ONepannara, CbrilaCHO IPOTOKOIA Ha
IIPOYYBAHETO.

[laneHTHTE C TUTAHTOKIIETHYEH TYMOP Ha KOCTTa TPsIOBa 1a ObJaT OLIEHSBaHU PEOBHO, 32 Ja Ce
OTIpEeIeTN JaJI TPOIBIDKABAT J]a UMAT IoJi3a ot JiedeHuero. [Ipu nanmenTty, ynero 3aboisBane ce
KOHTPOJIUPA OT JeHO3yMa0, e(heKThT OT MPEKbCBAHE WM CIUPAHE HA JICUCHUETO HE € OLICHEH, HO
OTPaHWYCHUTE JIAHHU TIPU TEC3H MAIUECHTH HE TI0Ka3BaT HAIMYUE Ha pedayH ] epeKT ciexn
MIpeKpaTsIBaHe Ha JEUYSHUETO.

bvopeuno yspeocoane
He ce nanara kopurupane Ha jg03ata MpH MaueHTy ¢ 0bO0pedHo yBpexaane (BK. Touka 4.4 3a
MPETIOPBHKHA OTHOCHO MPOCIIeIBaHE Ha KaIIHEeBUTE HUBA, 4.8 11 5.2).

Yeprodpobro yspesicoare
Bbe3omacHocTTa M1 eprkacHOCTTA Ha TeHO3yMal He ca M3CIICIBAHM TIPH MMAIIMEHTH C YePHOIPOOHO
yBpexkaane (BxK. Touka 5.2).

Tlayuenmu 6 cmapuecka év3pacm (6v3pacm > 65)
He ce nHanara kopurrupane Ha g03aTa [IpH NAIIMEHTH B CTap4yecka Bh3pacT (BXK. ToUka 5.2).

THeouampuuna nonynayus

be3zonacHocTTa M e(huKacHOCTTA Ha AeHO3yMal NpH NEAUATPUYHH MMAalUeHTH (Bb3pacT < 18
TOJMHH) HE Ca YCTAHOBEHH, OCBEH IPH IOHOIIN ChC 3aBBPIIEHO CKEJIETHO Pa3BUTHE (Ha BB3pacT 12
- 17 ronuHM) C TUTAaHTOKJIETHYCH TYMOP Ha KOCTTA.

He ce npenopruBa ynotpebara Ha Denbrayce npu neauatpuysu namueHTH (Bp3pact < 18
TOJIMHM), OCBEH IIPH IOHOIIN ChC 3aBBPIIECHO CKEETHO pa3BUTHE (Ha BB3pacT 12 - 17 roauHm) ¢
THTaHTOKJIETHYECH TYMOD Ha KOCTTa (BX. Touka 4.4).

JleyeHue Ha I0OHOIIH ChC 3aBBPIICHO CKCJICTHO PA3BUTHUC C TUTAHTOKIICTHUCH TYMOP Ha KOCTTA,
KOHTO € HeOHCpa6HJ’ICH HJIN KOTaTO UMa BEPOATHOCT XUPYypPruiHaTa pe3CKUuA 1a J0BCAC 0 TCIKKaA
3a00JIeBaEMOCT: OO3HUpOBKaTa € ChllaTa KaTo IIpHu Bb3PaCTHH.

[pu npoyuBanust npu >kuBoTHH, HHXHOMpaHeTo Ha RANK/RANK nuranma (RANKL) e
CBBP3aHO C MHXMOMpaHe Ha KOCTHHS PACTEX U JIUIICa Ha IPOOUB Ha 3b0M U TE3U IPOMEHH Ca

OMIIM YacTHYHO OOpaTHMHU MPH MpeKpartsBaHe Ha uHxuOHpanero Ha RANKL (Bxk. Touka 5.3).

Hauun na OPUIOKCHHUEC

3a OKOKHO MPUIIOKEHHE
Denbrayce 120 mg/1,7 ml pazmeop 6v6 ghaaxon 3a eOnokpamua ynompeoa:
[punaranero va Denbrayce 120 mg/1,7 ml ¢piakoH TpsOBa 1a ce U3BHPIIBA CAMO OT MEUIIMHCKH

CIICIIUAJINUCT.

3a yKazaHus OTHOCHO yIIoTpeOa, paboTa 1 M3XBBHPIITHE BUXKTE TOUKa 6.6.



4.3 IIporuBomoxka3zanusi

CBpT)X‘-IyBCTBI/ITeJ'IHOCT KBbM aKTHUBHOTO B€UICCTBO MJIM KBM HAKOC OT ITIOMOIIIHUTEC BEUICCTBA,
n30poeHu B Touka 6.1.

Texxka, HelleKyBaHa XUTTOKATIITHEMUS (BK. Touka 4.4).

Hesapacnanu panu oT cTOMaTOJIOTUYHA MPOLETYPa UK OpaliHa
XUPYPTHSL.

4.4 CrhenuajaHu npeaynpe:kIeHUs U MpeINa3Hu MepKH IPH ynoTpeda

[Ipocnenumoct

3a na ce momoOpH MPOCIeTUMOCTTa HAa OMOJIOTUYHUTE JIEKAPCTBEHU MPOIYKTH, UMETO ¥ TAPTUIHHUAT
HOMEp Ha MPHUIIOKEHHS MPOIYKT TPsiOBa SICHO Jla ce 3arucBar.

Jlo0aBKHM ¢ KU 1 BUTaMUH D

Benuky nanyenTH TpsOBa ga moiy4yaBaT J0OaBKM C KUl 1 BUTAaMHUH D, OCBEH ako € HaJluIe
XUNepKaanueMus (Bx. Touka 4.2).

XUNoKaJIHEMHUS

[IpenmecTBamaTa XumokaIueMus TpIOBa 1a ObJie KOPUTHPaHA TIPE/I 3all0YBaHe HA TepaIusTa ¢
JeHo3yMa0. XUMOKaIITUEMHUsT MOKE J1a BH3HHUKHE 110 BCSIKO BpeMe B X0J1a Ha JICUCHUETO ¢ AeHO3yMao0.
[IpocrnensBane Ha KaJlMEBUTE HUBA TPOBa J1a ce U3BHPIIBA (1) MPeIM HavaIHaTa J103a Ha ICHO3yMao,
(il) B paMKUTE Ha JIBE CEAMMIIU CJIe]] HAYaJIHATA J1034, (iil) aKO Ce MOABAT MPEOoIaracMu CUMITOMU
Ha XuTmokanueMus (Bx. Touka 4.8 3a cumrromu). [Ipu manueHTH ¢ puckoBU (akTopH 3a
XUTOKAIIMEMHUs TPOBa J1a ce 0OMHUCIIN TOMIBIHUTEIHO MPOC/ISASBaHe Ha KAJII[MCBUTE HUBA 10 BPEME
Ha JICUEHUETO, UM aKO CE Hajara Jpyro Bb3 OCHOBA Ha KIMHUYHOTO CHCTOSIHHE HA MAllMEHTA.

ITanmenTHTe TPsIOBA 1a OBIAT HAChPUYABAHU Ja CHOOIIABAT CHMIITOMH, TIOKa3aTETHH 3a
XUIIOKAJIIMEMHUA. Axo o BpEMC Ha NPUIIOKCHUECTO Ha I[CHOSYMaG CC IIOABH XHUITIOKAJINUCMMUA,
MOK€E€ Ja CC HaJIOKH AOII'bJIHUTCIIHO I[0621B$IH€ Ha Ka.]'IHI/Iﬁ 1 OOII'BJIHUTCIIHO ITPOCIICASABAHC.

Cpo01aBa ce 3a TeXKKa CHMIITOMATHYHA XUTTOKATITHEMIS! (BKITIOYUTEITHO JIETATHU CITydan) TIpH
MOCTMAPKETHHIOBATa yroTpeda (BK. Touka 4.8), KaTo MOBEUETO ClIydau ca HACTHITUIIN B ITbPBUTE

CCIMHUIM OT HAYAJIOTO Ha JICHCHUETO, HO MOXXEC J1a CC IMOABAT U IO-KBCHO.

buOpeuno yBpexaane

ITanmeHTH ¢ TEXKa CTeTIeH Ha 0BOpedHO yBpekmaHe (KpeaTHHIHOB KIHpBHHC < 30 ml/min), wm
KOHUTO Ca Ha JMajin3a, ca C MO-TOJIIM PUCK OT Pa3BUTHE Ha XUIMOKAIIUEMUs. PUCKBT OT pa3BUTHE
Ha XUTIOKAJIUEMUSI U ChITHTCTBAINO MOBUIIICHUE HA MTAPATUPECOUTHUS XOPMOH CE yBEJINYaBa ¢
HAapacTBaHE Ha CTEMEHTA Ha OBOPEYHOTO YBpexkaaHe. PeTOBHOTO MpOCIesBaHe HAa KATIUEBUTE
HUBa € 0COOEHO BXKHO TIPH TE3W MAIIMCHTH.

Ocreonekposa Ha yenrocrra (OHY)

OHUY ce cp001maBa 4ecTo Mpyu MaueHTH, IoyJaBaiiy 1eH03yMal (Bx. Touka 4.8).

HaganoTto Ha tedeHneTo/HOB Kypc Ha JISUeHHE TPSOBA /1a CE OTIIONKH MPH MAITHEHTH C
He3apacTHaAIN OTKPUTH JIE3UH Ha MEKUTE ThKaHU B ycraTa. [Ipenu neuenue ¢ neHosymab ce
MPEropbhYBa CTOMATOJIIOTHYCH MPErie]] ¢ MPOMUIAKTUYHO 3500JICUCHUE W WHANBHTyalTHA OI[CHKA
Ha ChOTHOIICHUETO TI0J3a/PHCK.



Crnenaure pucKOBH (pakTopH TpAOBa Aa ce UMAaT MpeIBUA NP OLICHSBAaHE HAa PHCKa 3a MalleHTa OT

pa3sutue Ha OHY:

. AKTHUBHOCT Ha JICKapCTBEHUS MPOAYKT, KOMTO HHXHOHMpa KOCTHATa pe30pOuus (II0-BUCOK
PUCK TIpY BUCOKOAKTHUBHH CheINHEHU ), HAUMH Ha PUIIOKEHHE (IT0-BHCOK PUCK IIPH
napeHTepaIHo MPUIOKEHNE) U KyMyJIaTHBHA 1033 Ha KOCTHO-Pe30pOTHBHATA TEpaIusl.

. pak, IpuapykaBaiiy 3a00JsIBaHKs (HAMpP. aHEMUS, KOAryJIONaTHH, HH(EKINH ), TFOTIOHOIYIIICHE.
o CBITBTCTBAILY JICUCHHS: KOPTUKOCTEPOU TN, XUMHOTEPAIsl, ”THXUOUTOPH Ha

AQHTMOTeHe3aTa, JIbUeTepanys Ha IJ1aBaTa U IIHsTa.
. JIOIIa YCTHA XUTUECHA, TAPOJA0HTO34, JIOLIO IIOCTaBEHH POTE31, aHaMHE3a 3a

CTOMATOJIOTHYHO 3a00JIsIBaHe, HHBa3HUBHHU CTOMATOJIOTHYHH IPOIEYpH (HArp.
eKCTpaKIHs Ha 350).

ITo BpeMe Ha JIEUCHHUETO C IeHO3yMad BCHYKH MAIMEHTH TPsOBa Aa ObAaT HaCKPUIABAHM J1a
NoJIbpXKAT 100pa ycTHA XUTHEHa, J]a Ce Mo/jiaraT Ha PyTHHHU CTOMATOJIOTUYHHU TPETIeN U
He3a0aBHO 2 cbOOIIAaBaT 32 BCHYKH CUMIITOMH OT CTpaHa Ha YCTHaTa KyXHHa, KaTo KJIaTeHe Ha
3p0uTE, 60JIKa WK TIOAyBaHe, WK He3a3/IpaBsaBallli sI3BH WK cekpelus. [1o Bpeme Ha JIeueHHETo,
WHBa3MBHU CTOMATOJIOTHYMH MPOLIEYPH TPsOBA Ja ce U3BBPIIBAT CAMO CJie]i BHUMATEIHA
NpeleHKa U TpsiOBa Ja ce n30srea M3BHPILIBAHETO UM B HENMOCPEACTBEHA OJIU30CT C MPHIIOKEHUETO
Ha JIEHO3yMao.

[InanbT 3a IedeHne Ha manueHTUTe, KonTo pazsuBatr OHY, Tpsa6Ba na Obae U3rOTBEH B TACHO
CBhTPYAHUYCCTBO MCKAY JICKYyBalllUs JICKAP U CTOMATOJIOT WX JIMIICBO-YCIIIOCTCH XUPYPI' C OIIUT B
OHUY. Tps6Ba ma ce 0OMHCITH BpeMEHHO ITPEKhCBAHE HA JICICHUETO C IEHO3yMa0, J0KaTo
CBHCTOSTHUETO OTIIYMH M JONIPHHACAIINTE PUCKOBU (haKTOpH OBAAT HaMaJleHH, aKo € Bb3MOXKHO.

OCTCOHGKDO3& Ha BBHIITHHWA CJIYXOB IIPOXOJ]

MMa cboOIieHus 3a OCTEOHEKPO3a Ha BHHIITHUS CIYXOB IIPOXO/T MPH JICYCHUE C IEHO3YMa0.
Bp3moxHHTE prCKOBU (haKTOPH 32 OCTEOHEKPO3a Ha BHHITHUS CIYXOB IMPOXO/] BKIFOYBAT
ynorpeba Ha CTEPOHIN ¥ XUMHUOTEPAITHS 1/HITH JIOKATHA PUCKOBU (PaKTOPH, KAaTO HAIIPHUMEpP
UHGEKIUSA WK TpaBMa. BeposSITHOCTTa OT pa3BUTHE HA OCTCOHEKPO3a Ha BHHIIHUS CIIYXOB MTPOXO]]
TpsI0Ba Ja ce MMa MPEABH]I IPH NMAIMESHTH, MPUEMAIIU IEHO3YMa0, KOUTO Pa3BUBAT CUMIITOMH OT
CTpaHa Ha yXOTO, BKIIFOUUTEITHO XPOHUYHU HH(EKINH HA YXOTO.

Artunuunu dbpakTypu Ha OepeHara KocT

Wma cpobmienus 3a aTunnyHy (pakTypu Ha OeapeHara KOCT IIPH HalUeHTH, NT0JTyJaBally
neHo3yMab (Bk. Touka 4.8). AtunnyHnuTe PpakTypu Ha OeqpeHara KOCT MOXKE J1a Ce TOSIBAT MPH
MHUHHMMAaJIHA TpaBMa MM Oe3 TpaBMa B CyOTpOXaHTepHHUTE U Auadu3HUTE 00IacTu Ha OeapeHara
kocT. Te3u cpOuTHs ce XapakTepu3upaT cbC Cenu(PUIHN PEHTTCHOJIIOTHYHN HaX0AKU. ATUIIMYHU
(dpakTypu Ha OeapeHaTa KOCT ce chOOIIaBaT ChINO MPH MAEHTH C ONPEeNICHN ChIIBTCTBAIN
cbeTosAHus (Hamp. AepuuuT Ha BUTaMuH D, peBMaTouaeH apTput, xunopocdarasus) u npu
ynorpe0a Ha HIKOH JISKAPCTBEHU MPOAyKTH (Hamp. 6udochoHaTu, TIFOKOKOPTHKOU]IH,
WHXUOUTOPH HA MTPOTOHHATA IMoMITa). Te3u ChOMTHS ca HACTHIIMIIN 0€3 aHTHPE30POTUBHA TEPATTHSL.
[Mono6Hu ppakTypH, choOIIEHH BBB Bpb3Ka ¢ OndocoHaTH, uecTo ca OunaTepaliHu; Mopaan ToBa
NpU TALUEeHTH, JIEKYBaHH C IeHO3yMal, KOUTO ca IpeThprieny GpakTypa Ha TSIIOTO Ha OeapeHara
KOCT, TpsIOBa 1a ce M3clieIBa KOHTpalaTepaiHara oeapena koct. TpsaoBa ga ce oomucin
NpeKpaTsBaHe Ha TEpaIusITa ¢ IEHO3yMal MPpH NalUeHTH, 38 KOUTO ce I0I03Upa, Y& uMar
aTunuyHa QpakTypa Ha OelpeHaTa KOCT B OYaKBaHE Ha OLCHKAaTa Ha MalKeHTa Bb3 OCHOBA Ha
MHIMBHUIYaJIHO ONPEAETICHOTO ChOTHOIIEHUE MOJ3a/PUCK.

o BpeMe Ha JIeYeHHETO C JICHO3YMA0, MAMEHTUTE TPSAOBaA Ja ObJaT NOCHBETBAHM JIa ChOOIIIABAT 3a
HOBa WK HeoOHuYaiiHa 6oJka B 0eapoTo, Ta300eApeHaTa CTaBa iU cinabunuTe. [TalueHT ¢ TakuBa
CHMITTOMH TPsIOBa Jla ce M3CIIeIBAT 3a HEMIbIHA PpakTypa Ha OeapeHara KOocT.



XunepKaalueMus ClIe] IPEeKpaTsIBaHe Ha JJCUCHUETO IPYU HAIMEHTH ¢ TUTAaHTOKISCThYCH TYMOD Ha
KOCTTa ¥ IIpH NaliMCHTH C HE3aBbPIICH KOCTCH PAaCTCXK

Cro0m1aBa ce 3a KIMHUYHO 3HAYMMa XUITePKAIIIUEMUs], U3UCKBAINA XOCIIUTAIU3AINS U YCIIOKHEHA OT
ocTpa 0BOpedHa HeTOCTAThYHOCT, IIPH MAIMEHTH C THTAaHTOKIIEThYEH TyMOpP Ha KOCTTA, JIEKyBaHH C
JIeH03yMa0, CeIMUITH JI0 MECEITH CIIe]T IPeKpaTsIBaHe Ha JICUCHUETO.

Crnenn mpekpaTsiBaHE Ha JICUSHUETO, HA0I0JaBaiiTe MAIUCHTUTE 3 MPU3HAIM U CUMIITOMU Ha
XUTIEPKATIHEMHIS, OOMICIIETe TICPUOANYHA OIICHKA Ha CEPYMHHUS KaJIITUi ¥ HaIlpaBeTe IIOBTOPHA
OIICHKA Ha HYXKJIUTE Ha MaleHTa oT J00aBsHe Ha Kauid 1 ButaMuH D (Bx. Touka 4.8).

Jeno3ymab He ce mpenopbyuBa NpH MALMEHTH ¢ HE3aBBPIICH PACTEX Ha cKeleTa (BX. Touka 4.2).
Crob1maBa ce 3a KIMHUYHO 3Ha4nMa XUIIEPKaJINUEeMHs U B Ta3U Ipylia MalueHTH, CEAMULH 10
MecelH CJe]l IpeKpaTsBaHe Ha JIEYEHUETO.

EQYFI/I

[MaruenTu, tekyBaHu ¢ 1eHO3yMa0, He TPsAOBaA Jja ObJIAT JISKyBaHH SJHOBPEMEHHO C IPYTH
JIEKapCTBEHU MIPOIYKTH, CHIIBPIKAITH IeHO3YyMal (3a TIOKa3aHUETO OCTEOIOPO3a).

[NanmenTH, TeKyBaHU ¢ ICHO3yMal, He TpaOBa Aa ObIAT IeKyBaH! eJHOBpeMeHHO ¢ Oudochonary.
310Ka4YeCcTBEHOCT MIPY TUTaHTOKJIEThUEH TyMOP Ha KOCTTa WM HPOTPECcHsl JO METACTa3upajio
3a00JsIBaHE € PSIKO ChOUTHE U U3BECTEH PUCK IIPH MALMEHTH C TUTAHTOKJIEThYEH TyMOp Ha
kocTTa. [lanmentuTe TpsiOBa ga ObAT HAOIIOIaBaHU 33 PEHTICHOJIOTUYHU MIPU3HALIA Ha
3JI0KaYeCTBEHOCT, HOBU OTHHMINA HAa PAJUOPEAKTUBHOCT WIINM OCTeosn3a. HannuunTe KIMHUYIHN
JAHHU HE TI0Ka3BaT IMOBHUILIECH PUCK OT 3JI0KAYECTBEHOCT IPU MALMEHTH C TUTAaHTOKJIETHYEH TYMOD
Ha KOCTTa, JICKYBaHHU C JCHO3yMao.

[Tomonrau BCIICCTBA

Tosu nexapcTBeH NpoaykT chabpxa 0,17 mg nomucop6at 20 (E432) BB Beeku (uiakoH.
[onmcopbaTuTe Morar Aa NPUUMHAT AIEPrUYH peakuuu. ToBa TpsOBa 1a ce uMa MpeaBHUI IPH
MAIMEHTH C YCTAHOBEHU aJIEPIUU.

To3u nekapcTBeH NPOAYKT chabpxka copouron (E420). TpsOBa na ce nma mpeaBu] aTUTHBHUST
e(heKT Ha CHITBTCTBAIIO IMPHUJIATaHH MTPOTYKTH, ChIBPIKAIIH COpOUTOI (Wi GPYKTO3a), KAKTO U
XPAHUTETHUAT IPUEM Ha copOuTol (1iu GpyKTo3a).

To3u nexapcTBEH MPOIYKT ChABPKA MO-Malko oT 1 mmol Hatpuii (23 mg) Ha mo3a 120 mg, T.e.
MOJKE []a ce KaKe, Ye IIPAKTUIECKU HE ChIbPIKa HATPUH.

4.5 B3aumogeiicTBHe ¢ APYIr4 JeKAPCTBEHH MPOAYKTHU U ApYyru (popmu HA B3anMo/ieiicTBUE
He ca npoBexaaHu npoy4BaHus 3a B3aUMOACHCTBUSATA.

B KIMHUYHU M3MUTBaHMS JI€HO3yMab € mpuiiaran B KOMOHWHAIHS ChC CTAHAAPTHO MPOTHBOPAKOBO
JICYeHNE ¥ TIPY TIAIMEHTH, KOUTO ca Tony4daBanu ougochonar. He ca HabmogaBaHu KITHHUIHO
3Ha4YUMH IIPOMCHU B Hall-HUCKUTE CCPYMHH KOHIICHTPAIIUNU U BB (I)apMaKO,HI/IHaMI/IKaTa Ha
JIeHO3yMab (KopHrupaH crpssMo kpeatuHuHa ypunen N-tenonentun, uNTx/Cr) npu chmbTCTBaIIA
XUMHOTEPAITHS U/WIM XOPMOHAIHA TePArus, WK [IPU MPEIISCTBAIIA SKCITO3UIUS Ha
WHTPaBEHO3HHU OU(OChOHATH.



4.6 dDepTUauTeT, )PpeMEHHOCT H KbPMEHe

BpemenHocT

Jlurcpar wim ¥Ma OTpaHWYEeHU TaHHU OT yHnoTpedaTa Ha eHO3yMal ripu OpEMEeHHH KEeHHU.
IIpoyuBaHUATa TIPH )KUBOTHHU TTOKA3BAT PEMPOIYKTUBHA TOKCHIHOCT (BK. Touka 5.3).

Denbrayce He ce nmpenopbyBa 3a ynorpeda npu OpeMEeHHH KEHU U MPU )KEHH ¢ IeTepOIeH
HOTEHIHAII, KOUTO He U3MOJI3BaT KOHTparenys. JKennte TpsiOBa 1a Ob1aT ChbBETBAHU Ja HE
3a0peMeHsBaT 10 BpeMe Ha, M Hali-MaJIKo 5 Mecela clief] ieueHueTo ¢ JeHo3ymad. Edexture Ha
JeH03yMab € BEepOsITHO J1a ca MO-TOJIEMH 110 BpeMe Ha BTOPHS U TPETHSI TPUMECTHP Ha
OpEeMEHHOCTTa, Thii KATO MOHOKJIOHAIHUTE aHTHTENa MPEMHUHABAT Ipe3 IUIAlleHTaTa 10 JIMHECH
MOJIEJ C HalpegBaHe Ha OPEMEHHOCTTa, KaTO Hal-TOJIsIMO KOJIMYECTBO IIPEMUHABA MPE3 TPETHS
TPUMECTBP.

Kbpmene

He e u3BecTHO nanu neHo3ymab ce eKCKpeTupa B KbpMmara. He Moxke 1a ce M3KITI0UYH PUCK 3a
HOBOpOACHHUTE/KbpMadeTaTa. [Ipoyusanus npu ,.knockout Mumkn” mokaspar, 4e Jurcara Ha
RANKL mo Bpeme Ha OpeMEHHOCTTa MOKE J1a TIOBJIMSIC BEPXY Ch3PSABAHETO HA MIICUHUTE JKIIE3U,
BOJICIIO JI0 HapyIlieHa JIAKTaIus cliel paxaane (Bxk. Touka 5.3). TpsOBa na ce B3eMe pelieHue
JIJIM J1a Cce TIPEeyCTaHOBH KbPMEHETO HITH JIa Ce MPEeyCTaHoBH JiedeHneTo ¢ Denbrayce, kato ce
B3eMaT IpPEeBHU/ [T0J13aTa OT KbPMEHETO 32 HOBOPOACHOTO/KbPMAUETO 1 TI0JI3aTa OT TeparuaATa 3a
JKeHara.

Deprriurert

Hswma nannu 3a edexra Ha 1eHo3ymMal BbpXy depTunuTera npu xopa. [IpoyduBanus mpu >KUBOTHU HE
MOKa3BaT AUPEKTHU WM UHIUPEKTHHU BpeIHH eeKTH BbpXY depTunureTa (BX. Touka 5.3).

4.7 EdexTu BbpXy cIOcOOHOCTTA 32 IIO(pHUPaHe U padoTa C MAIINHH

Denbrayce He TTOBIHSIBA WK TIOBJIMSBA IPEHEOPEKUMO CITOCOOHOCTTA 3a MOo(HUpaHe U padoTa ¢
MAalInHM.

4.8 HexenaHu JeKapcTBeHU peaKUu

O0600111eH1Ee Ha ipoduiia Ha 0€30aCHOCT

OO6mmsIT TpodrT Ha 6€30TaCHOCT € B ChOTBETCTBHE C BCHUKH OA00PCHH MTOKA3aHMSI 3a JeHO3yMao.

XUNOKaIIMeMHs ce ChOOIaBa MHOTO YECTO cie]l IPHIOKEHNE Ha AeH03yMa0, MPEeIUMHO IIpe3
IBPBUTE 2 CEAMUITH. XHUIMOKATITAEMHAATAa MOKE JIa € TEKKa M CHMIITOMaTHYHA (BXK. Touka 4.8 —
onMcaHue Ha N30paHu HeXXelNaHu peakuun). HamansBaneTo Ha cepyMHUS Kaluii 0OMKHOBEHO ce
OBIIa/Is1Ba 110 MOAXOSI HAYMH C TIOMOIITA Ha T0OaBKH ¢ Kanuuid U ButamuH D. Hali-uectata
HE)KeJIaHa peakLys Ha IeHo3yMal € MyCKyJTHO-cKeJleTHa Oonka. Ciiydan Ha OCTEOHEKpO3a Ha
yemnmocTTa (BXK. Touka 4.4 u 4.8 — onucanue Ha N30paHH HEKEJIAHM PEaKIMU) ca HAOJr01aBaHH
4YC€CTO NpU MallMCHTHU, IpHUEMaIln I[CHOSyMa6.



TabnauueH CIMCHK HA HEXKETAHNUTE PCaKIH1

Wznon3BaHa e crieHaTa KOHBEHIHS 32 KiIacu(UKaIys Ha He)KeITaHUTe Peakllui Bb3 OCHOBA Ha
YecToTara B YeTUPH KIMHUYHY MpoyuBanus ¢asa IlI, 1Be kamanunm npoyuBanus ¢asza Il u
MMOCTMApKETHHIOBHSA OMHUT (BK. Tabnwuma 1): MmHOTO Yectu (> 1/10), wectu (= 1/100 mo < 1/10),
HedectH (= 1/1 000 no < 1/100), penku (> 1/10 000 mo < 1/1 000), maOTO peaxu (< 1/10 000) u ¢
HEM3BECTHA YecToTa (0T HANWYHHUTE JaHHU He MOXKe Jla Ob/ie HarpaBeHa oreHka). [Ipu Besko
IrpynHpaHe B 3aBUCUMOCT OT YECTOTaTa U CUCTEMO-OpTaHHMS KJIac, HeXKeJIaHUTE PEaKkINU ce
n30posIBaT B HU3XOASI PeJl 110 OTHOIIEHHE Ha TAXHATa CEPUO3HOCT.

Taéanna 1. Hexenann peakuum, cb001eHH NPH NALAEHTH ¢ HANIPeIHAJIM 3J10Ka4YeCTBeH!
3200/15IBaHUs], 3ACATALIM KOCTHTE, MHOKeCTBEH MUEJIOM MJIM C TUTAHTOK/JIeTh4eH TYMOp Ha

KOCTTa

CucremMo-opraHeH KJjac no
MedDRA

Kareropus 4yectora

Hexenanu peakuun

Heomra3zmu no6pokadecTBeHH, Yectu HoBo mbpBUYHO 3710Ka4€CTBEHO
3JI0KaYECTBEHU U HEOTIPEICTICHU 3a6o1sBaHe’
(BKITIFOUUTEITHO KUCTH U
TTOJTUTIH )
Hapymenusa Ha uMyHHaTa Penku JlekapcTBeHa
cucrema CBp’[:.X‘-IYBCTBI/ITeJ'IHOCTl
Penku AnadunakTiysa peaxius’
Hapymenns vHa MmeTabonnsma u MHoro gectn Xunokanmmemus ' 2
XpaHEHETO Uectn Xunodocharemus
Heuectn Xunepkanuuemusi cies

TIpeKpaTABaHe Ha ICIEHUETO TIPH
TAIUEHTH C THTAHTOK/IEeThYEeH
TYMOp Ha KOCTTa’

Pecniupatopuu, rppaHU U MHoro uectu Hucnues
MEAMACTUHAIHU HApYIICHUs
CromalHo-4YpeBHU HapyLICHUS MHoro yecTu Huapus

Uectn Excrpaknus Ha 360
HapyeHus Ha koxxarta 1 Yectu Xunepxuaposa
HOJKOKHATa ThKaH Heuectn JInxenou o1

JICKAPCTBCHU peaKL{I/II/I1

Hapyuienus na

MHoro yectn

MycKynHo-cKeneTHa Gomka'

MYCKYJTHO-CKEJIETHATa CUCTEMA U Yectn OCTeOHEeKpO03a Ha YeNocTTa’
ChEIMHUTEIIHATA ThKaH Heuectn Artunuuna ppakTypa Ha
Genpenara Koct'
C Hen3BecTHA Ocreonekpo3a Ha
YecToTa BBHIITHUS CITYXOB
HpOXO,E[3 A

! Bukre Touka ,,Onucanue Ha M30paHn HEXeETaHH PEAKIUK’

]

2 Bukre ToUKa ,,Jpyru CrielMaHK MOy 1Ay’

3 Buxre Touka 4.4
4 EexT Ha Kiaca IeKapcTBa

Onrcanve Ha W30paHy HeXKETaH! PEAKITHH

Xunokanyuemus

B xMHAYHATE N3MUTBAHUSA 32 TIPEIOTBpaTABaHe Ha ChOUTHS, cBbp3anu ¢ kocTHara cuctemMa (CCK) e
HabJTI0JaBaHa MO-BUCOKA YECTOTa Ha XUIIOKAJIIIMEMHUs IIPU MAIlMeHTH, JIEKyBaHH ¢ JeH03yMa0, B
CPaBHEHHUE ChC 30JICJPOHOBA KUCEIIHMHA.

Haii-Bucokara yecToTa Ha XHIIOKAIITHEMHS € Hablfo1aBana B KIIMHWNYHO m3nuTBaHe daza 11 mpu
MAIMEHTH C MHOXKeCTBeH muenoM. ChoOIiaBa ce 3a xunokaniuemust mpu 16,9% oT manueHTure,



JIeKyBaHH ¢ JeH03yMab u 12,4% oT manueHTHTe, JeKyBaHH ChC 30JIeIpOHOBa KucenuHa. HamansaBane
Ha HUBaTa Ha CEpyMHHUsI Kanuuii cteneH 3 ce Habmoxasa npu 1,4% o1 manueHTuTe, JIeKyBaHU C
nerno3ymab u 0,6% oT mareHTuTe, JeKyBaHU ChC 30JIepOHOBA KruceanHa. HamansBane Ha HUBaTa Ha
cepyMHUS Kaniuid crened 4 ce Habmoaasa npu 0,4% OT manueHTuTe, JeKyBaHu ¢ neHozymad u 0,1%
OT HalMEHTHUTE, JIGKYBaHU ChC 30JICIPOHOBA KHCEIHHA.

B Tpu xnmmauanM n3nuTBanus ¢asa 11, KoHTponrpanu ¢ aKTUBHO BEIIECTBO MPH MAIUEHTH C
HanpeIHaIU 3I0Ka4eCTBEHH 3a00IIBaHUsl, 3acsTally KOCTUTE, XUTIOKAIIHUEMHs € ChOOIIeHa IPH
9,6% OT ManMeHTHTE, JICKYBaHU ¢ JeH03yMab, 1 5,0% OT MmanmueHTuTe, JIKYBaH! ChC 30JIeIPOHOBA
KHCEJINHA.

HamansiBane Ha cepyMHUTE HMBA Ha KaJui cteneH 3 ca umainu 2,5% OT MalueHTUTE, JICKYBaHH C
neHozymab, u 1,2% oT manmeHTHTe, IEKyBaHHU ChC 30JIeIPOHOBA KucennHa. HamansBane Ha
CepyMHUTE HHUBA Ha Kaiuui creneH 4 ca umanu 0,6% OT manueHTuTe, JeKyBaHH ¢ AeH03yMa0, u
0,2% oT manMeHTuTe, JIEKYBaH! ChC 30JICJPOHOBA KUCENHHA (BXK. Touka 4.4).

B nBe xnuHuuHM n3nuTBanus ¢asa Il ¢ enHo pamMo Npu HalMeHTH ¢ TUTaHTOKIEThYSH TyMOp Ha
KOCTTa, XUIIOKaJIAIeMHust € ChoOIeHa pu 5,7% oT nanuenture. HUTO €HO OT HexelaHuTe
CHOUTHSI HE CE CUHTA 32 CEPHUO3HO.

Cro01maBa ce 3a Te)XKa CUMIITOMAaTHYHA XUITOKATIMEeMUs! (BKIIFOUUTEITHO JIETATHH CITydan) Ipu
MOCTMapKETHHIOBATa YIIOTpeOa, KaTo MOBEUETO CIIyYaH Ca HACTHITHIIN B ITbPBUTE CEJAMHUIIU OT
Ha4yaJIOTO Ha JieueHueTo. IIpuMepu 3a KIMHUYHY IPOSIBU HA TEXXKA CUMIOTOMAaTUYHA
XHUIOKAJIIMEMHs BKIIOYBAT yAbKkaBaHe Ha QT-uHTEpBaa, TeTaHus, 'bPUYOBE H HAPYIICHO
MICUXUYHO ChCTOSHHUE (BKIIOYUTEIHO KoMa) (BXK. Touka 4.4). CUMOTOMHTE Ha XUIIOKAJILUEMHUS B
KJIIMHUYHUTE NPOYYBAaHUS BKIKOYBAT NAPECTE3UH UM MYCKYJIHA CKOBAaHOCT, IOTPEMBAHUS, CIIA3MU
Y MYCKYJIHU KPaMIIH.

Ocmeonekposa na yenrocmma (OHY)

B ximmHnYHATE M3nuTBaHus, ecrotara Ha OHY e Omia mo-BucoOKa MpH IO rojiMa
MPOIBIDKATETHOCT Ha excrozunuara; OHY e nuarHocTuiivpana u cieji CiupaHe Ha JISYCHUETO C
JIEHO3yMa0, KaTo MMO-rojiiMaTa 4acT OT CIIyYauTe ca HACTHIIMIM B PAMKHUTE Ha 5 Mecela cie
nocnenHata ao3a. [lanuenTtu ¢ npeaxoxnama anamuesa 3a OHY win ocTeoMuenuT Ha 4emocTTa,
aKTUBHO 3a00JIIBaHE HA 3b0MTE WM YENIOCTTA, M3UCKBAIO XUPYPIHUHA HHTEPBEHITUS B yCTHATA
KyXHHa, He3a3/paBsijia paHa Cjie]l XUpypPruyHa HHTSPBEHIIUS Ha 350UTe/yCTHATA KyXUHA, WITH
BCsKA IJTaHWpaHa WHBAa3WBHA CTOMATOJIOTUYHA TIPOIIeTypa, ca OV U3KIFOYeHN OT KIMHUIHUTE
HU3MUTBAHUS.

B knmuanuHUTE M3nmTBaHus 3a npenorepatsaBadHe Ha CCK e HaOmo1aBaHa 1o-BHCOKA YECTOTa Ha
OHY npu nanueHTH, JeKyBaHU C IeHO3yMal, B CpaBHEHHE ChC 30JIeJpOHOBA KcennHa. Haii-
Bucokara yecrora Ha OHY e HaGmogaBana B KMTMHUYHO m3nuTBane ¢asza I1l npu manuenTtu ¢
MHOKECTBEH MHeJIoM. B nBoliHOCsImarTa a3a Ha nedenue Ha ToBa m3nutBane OHY e notBepaeHa
mipu 5,9% oT manueHTuTe, JeKyBaHHU ¢ IeH03yMal (MearaHa Ha ekcriosunusaTta 19,4 mecena;
rpanuty 1 — 52) u ipu 3,2% OT manueHTHTe, JIKYBaHU ChC 30JIeAPOHOBA KncennHa. [Ipu
3aBBpIIBAHE Ha JIBOMHOCIANATA (ha3a Ha JICUCHUE HAa TOBA U3IIMTBAHE KOPUTHUPAHATA 32
MAIUeHTOTOIMHU YecToTa Ha nmoTBbpAcHa OHY B rpynara Ha neHo3ymad (MenuaHa Ha
excriosunmsTa 19,4 mecena; rparumu 1 - 52) e 2,0 3a 100 marueHTOr0AWHA IO BpeMe Ha IIbpBaTa
TOJIMHa OT JIedyeHuero, 5,0 mpe3 Bropara roauHa u 4,5 cien ToBa. Menuanara Ha BpemeTo 10 OHY
e 18,7 mecena (rpanunu: 1 - 44).



[Tpu ocHOBHUTE (pa3u HA JCUEHHUE HA TPU KIMHUYHY U3nHUTBaHus ¢a3za I1I, kouTponupanu ¢
AKTUBHO BEUIECTBO MPH MAIMEHTH C HAIIPETHAIN 37I0Ka4eCTBEHN 3a00sIBaHUS, 3acATaIld KOCTHTE,
OHMY e notBbpaeHa npu 1,8% OT MaleHTuTe, JeKyBaHU C JeHo3yMal (MennaHa Ha eKCIIO3UIUATA
12,0 meceria; rpanumy: 0,1 —40,5) u 1,3% ot nanueHTuTe, JEKyBaHHU ChC 30JICIPOHOBA KUCEITUHA.
KimmHUYHNTE XapaKTepUCTHKY Ha TE3H CIydau ca OWIIU eTHAKBU MEX]y TPYyIHUTE Ha JICYCHHUE.
Cpen nanmentute ¢ morebpaena OHY, mosedero (81% mpu aBeTe rpynu Ha JieUeHHE) ca UMAIIN
aHaMHe3a 3a eKCTPaKIUs Ha 360, JIoIIa yCTHA XUIMeHa W/WiK 350HU KOHCTpYKIuH. [ToBedero ot
MAIMCHTUTE ca MOJyYaBaIX WIX NOJy4YaBaT XUMHOTEPAITHsI.

M3nuTBanusATa MpU MaMEHTH C PaK Ha T'bpJaTa WM MpocTaTaTa BKIIOYBAT (a3a Ha MPOIBIHKEHO
JICUCHUE ¢ JIeH03yMal0 (Meauana Ha obma ekcriosuius 14,9 mecena; rpanuiu: 0,1 — 67,2). [o
BpeMe Ha (aszara Ha npoabiokeHue Ha tedennero OHY e notebpaeHa npu 6,9% OT nanueHTuTe ¢
paK Ha I'bpziaTa ¥ paKk Ha IpocTrarara.

Kopurupanara 3a nanueHToroinHu 001a yectora Ha notebpaeHa OHY e 1,1 3a 100
MalMEeHTOrOMHH TIPE3 IbpBaTa roJuHa Ha JIEYeHUETO, 3,7 pe3 BTopaTa rojiuHa u 4,6 cien ToBa.
Menuanara Ha Bpemeto g0 OHY e 20,6 mecena (rpanunu: 4 - 53).

HepangoMmu3upano, peTpoCIeKTHBHO, 00CEPBAITMOHHO IIPOyYBaHEe MPpH 2 877 MaleHTH C pak,
JIEKyBaHHU C JeHO3yMal WiH 30J1eipOHOBA KucenuHa, B LlIBenns, [lanus u Hopeerus mokassa, ge
S-ronuurHaTa yectota Ha MeaunuHCcKu notebpaeHa OHY e 5,7% (95% ClI: 4,4, 7,3; menuana Ha
BpemeTo Ha mpociensaBane 20 mecena [rpanuiu 0,2 — 60]) B KoX0OpTa HalUeHTH, MOTyYaBaIln
nmeno3ymao, n 1,4% (95% CI: 0,8, 2,3; MmeaunaHa Ha BpeMeTo Ha mpociieaBane 13 Mecera
[rparmmm 0,1 — 60]) B oTHeTHA KOXOPTA IMAIIMEHTH, TTOJTy9IaBaIly 30JIeIPOHOBA KUCEINHA.
IMerroaummausT 1501 Ha 3a001eBaemMocTtTa 0T OHY nipy manueHTuTe, MpeMUHAIH OT 30JIeIPOHOBA
KHCEeIMHA Ha eHo3yMab, e 6,6% (95% Cl: 4,2, 10,0; mennana Ha BpeMeTo Ha mpociensBane 13
Mmecerna [rparuru 0,2 — 60]).

B knmuanuHo n3nutBane dasa Il npu nanueHTH ¢ HeMeTacTa3upai pak Ha mpocraraTa (ToImyIaus
TAITAEHTH, 33 KOUTO JIEHO3yMab He € TI0Ka3aH), ¢ MO-TIPOIBIDKUTEIIHA SKCTIO3UITHS Ha JICUCHUE 10
7 TOIMHU, KOPUTHPAHATA YeCTOTa 32 MallueHToroauuu Ha notespaeHa OHY e 1,1 3a

100 mauueHTOroAuHu npe3 IbpBaTa roJuHa Ha JieueHue, 3,0 nmpe3 BTopaTa roguHa u 7,1 cief Tosa.

B mparocpodHo OTKPUTO KIMHUYHO W3nHUTBaHe (asza Il mpu manueHTn ¢ TITaHTOKIEThYEH TYMOP
Ha KocTTa (mpoyuBaHne 6, Bxk. Touka 5.1) OHY e notBbpaeHa npu 6,8% OT maunueHTure,
BKJTFOUHMTEITHO €IMH IOHOIA (MeauaHa Ha Opost Ha 34 mo3u; rpanuny 4 - 116). [Ipu 3aBspmBaHe Ha
M3MMTBAHETO MeIMaHaTa Ha BPEMETO B M3MMUTBAHETO, BKIFOYUTEIHO (a3aTa Ha IPOCIIEsIBaHe 3a
Oe3omacHoctTa, ¢ 60,9 Mecena (rpanury: 0 - 112,6). Kopurupanara yecToTa 3a NaliieHTOrOIMHU
Ha noTBbpAcHa OHY e 0010 1,5 32 100 manuenToroguun (0,2 3a 100 manueHTOro[uHM Mpe3
IbpBaTa roJvHa Ha Je4eHueTo, 1,5 mpe3 Bropara roauHa, 1,8 npes Tperara rogusa, 2,1 mpes
YeTBBpTATa roJiuHa, 1,4 mpe3 nerara roguHa u 2,2 cnep ToBa). Menuanara Ha Bpemeto 10 OHY e
41 mecena (rpanunu: 11 - 96).

IIpoyuBaHe 7 € MPOBEACHO C I MPOIBKABAHE HA MIPOCTIEASIBAHETO HA YIACTHHIIN C
TUTAaHTOKJIETHYEH TyMOpP Ha KOCTTa, KOUTO ca JIEKyBaHU B Ipoy4BaHe 6, 3a JOMBIHUTEIHU 5 WU
noseue roguau. OHY ce chobmaBa npu 6 nanuenty (11,8%) ot 51 manueHTH ¢ eKCIO3UIHS, KaTo
MearaHaTa Ha o0mmTe 1034 AeHo3ymao e 42. Tpu ot Te3u cinydan Ha OHY ca MequimHCKH
MOTBBP/ICHU.

Cewp3aHu ¢ 1eKapcmeomo peakyu Ha CPLXYYECMEUMETHOC

IIpu mocTMapkeTHHroBaTa ynorpeba ca cho0IaBaHu ChOUTHS Ha CBPBXYYyBCTBHTEIHOCT,
BKJTIOUMTEITHO PEJIKK CITydan Ha aHA(UIAKTHYHH PEAKIIMH MIPU MAIHCHTH, TIOJTy4aBalily
JleHo3yMao.
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Amunuunu ppaxmypu na bedpenama kocm

B nporpamata OT KIMHHYHH U3IMTBAHUS, KATO [SUI0, aTUIIHYHU (paKkTypH Ha OeapeHara KOCT ce
CHOOIIABAT HEYECTO TIPH MAIUEHTH, JIEKYBAHH C ICHO3yMa0, U PHUCKBT Ce YBEIUYaBa IpH I10-
roJisiMa TPOIBIDKUTEITHOCT Ha jiedeHneTo. ChOUTHITA ce TIOSBSIBAT 10 BpEMe Ha JICYSHUETO U J10 9
Mecella ciie/] MpeKkpaTsiBaHe Ha JeYeHUeTo (BXK. Touka 4.4).

B mporpamara 3a KIMHUYHHE W3NUTBAHUS NPU TUTaHToKIeThueH Tymop Ha koctTa (I'KTK)
aTunuaHyu ppaxtypu Ha 6eapeHara kocT (ADBK) ce chobmaBar yecTo Npu NaueHTH, JIEKyBaH
¢ neHo3ymab. B mpoyuBane 6 yecrorara Ha moTBbpAeHn ADBK e 0,95% (5/526) npu nanuenTu ¢
I'KTK. B npoyuBane 3a npocnenssane 7 yecrorara Ha norebpacan ADBK e 3,9% (2/51) or
NalUEHTUTE C eKCIIO3UIMS Ha JCHO3yMao.

Myckynno-ckenemna 6onxka

[Ipu mocTmMapkeTHHroBaTa ynorpebda uMa chOOIIEHHS 32 MYCKYJIHO-CKEJIETHA OOJIKa,
BKJTIOUHTEITHO TEXKKH CITydau, IPH MAlMeHTH, MOJyJaBaiy AeH03yMa0. B KIMHUYHN U3MUTBAHUS,
MYCKYJTHOCKEJIeTHA 00JIKa ce ChOOIIaBa MHOTO YECTO U B JBETE TPYNH HA JICUCHHUE — C IEHO3yMa0
U 30JIeJpOHOBA KHcenrnHa. MyCKyJTHO-CKesleTHa 00JIKa, BOJIeIa JI0 TPeyCcTaHOBsSBaHE Ha
U3IUTBAHOTO JICUCHHUE, CE ChOOIIaBa HEYECTO.

Hoeo nvpsuuno 3noxauecmeseno sabonasarne

[Ipu ocHOBHUTE ABOHOCIENH (ha3u Ha JIEUeHUE HA YSTHPH KIMHUYHU H3nuTBanus ¢asa IlI,
KOHTPOJIMPAHU C aKTHBHO BEIIIECTBO, MIPH MAIMEHTH C HAIIPEIHAIN 3JI0KaYeCTBEHH 3a00IIBaHu,
3acAraiy KOCTUTE, HOBO TBPBUYHO 3JI0Ka4eCTBEHO 3a00isBaHe ce chobmana mpu 54/3 691 (1,5%)
OT MAIMEeHTHUTE, JICKYBaHH C IeH03yMab (MequaHa Ha excro3urusara 13,8 mecena; rpaanmm: 1,0—
51,7), u ipu 33/3 688 (0,9%) oT manmeHTHTE, IEKYBaHU ChC 30JICAPOHOBA KUCEIMHA (MEIaHa Ha
excriosunuATa 12,9 mecena; rpanumu: 1,0 — 50,8).

KymynatuBHaTa 4ectoTa 3a eiHa roAnHa € cboTBeTHO 1,1% 3a neno3ymab u 0,6% 3a 3011e1poHOBa
KUCEJIMHA.

He ce mabmionaBa sicHa, CBbp3aHa € JICUSHUETO TCHACHIIHS PU OTJACITHUTE OHKOJIOTUYHU
3a00IIIBaHUS WM TPYNUTE OHKOJIOTHYHH 3a00IIIBaHUS.

B npoyuBane 6 npu ManueHTUTE C TUTAHTOKJICTHYCH TYMOP Ha KOCTTa 4E€CTOTaTa Ha HOBO
37I0Ka4eCTBEHO 3a00JsIBaHE, BKIIOUUTEITHO 3I0KAUeCTBEHH 3a00ISIBaHUS, 3aCTallld KOCTTa, U
TaKWBa U3BBH KOCTTA, € 3,8% (20/526). B npoy4uBane 3a npocneasBane 7 yectorata e 11,8%
(6/51) OT ManMEeHTHUTE C EKCITO3UIINS Ha JeHO3yMa0.

Jluxenouonu Jlekapcmeernu peakyuu
CT)OGH_IaBa CC 3a JIMXCHONAHU JICKAPCTBCHU pCaKIINH (Haan/IMep pCaKuunu, HO,I[O6HI/I Ha JINXCH

HJIaHyC) IIpU MauCHTHU B MIOCTMAPKETUHIOBU YyCJIOBUH.

[lenpaTpuyna nonyJanus

ﬂCHO3yMa6 € U3CJICABAaH B €AHO OTBOPCHO U3IMUTBAHEC, KOCTO BKIIIOYBA 28 10HOIIH ChC 3aBBPUICHO
CKCJICTHO PA3BUTUC C TUTAHTOKJICTHBYCH TYMOP Ha KOCTTA. B3 ocHOBA Ha Te3u OrpaHUYCHU
JaHHU, HpO(I)I/IJIT)T Ha HEKECJIaHUTE PCAKIIUU € CXOJCH C TO3U IPHU BB3PACTHU.

Cro011aBa ce 3a KIMHUYHO 3HAYMMa XHUITePKAIIUEMUs Clie/] IPeKpaTsIBaHe Ha JISYCHUETO TIpH
MMOCTMAapKETHHTOBATA YIOTpeOa MpH MeIuaTpUIHA MAIUeHTH (BXK. Touka 4.4).
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Jpyry cieliyaaHy MONYJIaIlin

Bvopeuno yepescoane

B KJIMHUYHO M3NHUTBaHE NPU NAIIMEHTH 0€3 HalpeIHal PaK C TeKKa CTEIEeH Ha ObOpEeYHO
yBpexkaane (KpeaTHHUHOB KIuphHC < 30 ml/min) uimm KoWTO ca Ha AUalin3a, UMa MO-TOJISIM PHCK
OT pa3BUTHE Ha XUOKAIIUEMHS, aKO He ce 100aBs Kaiuwii. PUCKBT OT pa3BuTHE Ha
XUIOKAIIIHEMHS T10 BpEMe Ha JICUSHHE C JICHO3yMad € Mo-ToJIsIM C HapacTBaHEe Ha CTEIeHTa Ha
0B0peuHO yBpexknaHe. B KIIMHUYHO M3NUTBAaHE NIPU NAIMEeHTH 0e3 HanpeaHa pak 19% ot
MMalIHCHTUTE C TEKKA CTEIICH Ha ObOpETHO yBpekaaHe (KpeaTHHHHOB KIMPBHC < 30 ml/min) u
63% OoT maIMeHTUTe, KOUTO Ca Ha JMain3a, Ca Pa3BUIIM XUIIOKAIIIUEMUs BBIIPEKU J00aBSIHETO HA
kajauui. O0IaTa 4ecToTa Ha KJIMHUYHO 3HAYMMa XUMOKAIIUueMHS € 9%.

HaGumogaBaHo e ChIo U CHIIBTCTBAIIO MTOBUIIABAHE HA NMAPATHPEONIHUS XOPMOH IIPHU MAIMEHTH C
TEXKa CTeNeH Ha ObOpeYHOo yBpeXkIaHe WK Ha AUan3a, KOUTO T0IydaBaT JeH03yMao.
ITpocneasBaHeTo Ha KAIMEBUTE HUBA M JOCTATBYHHAT IIPUEM Ha KaJluii U BUTaMuH D e ocobeHo
Ba)KHO TIPH TAITUEHTH ¢ OBOpedTHO yBpekmane (BxK. Touka 4.4).

Cro0II1aBaHe Ha ITOI03UPAHN HEXKETAHU PEAKIINN

CroOmaBaHeTo Ha MOJA03UPaHH HEXKETaH! peakliy e/ pa3peliaBaHe 3a ynorpeda Ha
JIeKapCTBEHUS MMPOAYKT € BakKHO. ToBa Mo3BoJIsIBa [ja MPOABIKH HAOII0IEHHETO Ha
CHOTHOILECHUETO OJI3a/PUCK 3a JIEKAPCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CIICLIUAINCTH Ce
M3UCKBA Jla ChOOIaBaT BCSKA IIO03MPaHa HEXKeJIaHa peakuus Ype3 HallMOHaJIHa CHCTeMa 32
chOOINaBaHe, mocouyeHa B [lpunokenue V.

4.9 Ilpeno3upane

Hsma onuT ¢ npeo3upane npu KIMHUYHUTE MpoyuBaHus. JleHo3yma0 e nmpuiiarad npu KIMHHYHU
npoyuBaHus B 7034 10 180 mg Ha Bceku 4 ceamuuu u 120 mg cenMuyHO 3a 3 ceaAMUIIN.

5. ®APMAKOJIOT'MYHU CBOMCTBA

5.1 ®apmakoaMHAMHMYHM CBOCTBA

dapmakoTeparneBTHYHA rpyma: JlekapcTBa 3a JiedeHHe Ha KOCTHH 3aboisiBanus — [[pyru
JIeKapCcTBa, MOBJHIBAIIN KOCTHATa CTpyKTypa n muHepanuzanusi, ATC kox: MOSBX04

Denbrayce ¢ 61oIoruuHO MO00CH JiekapcTBeH MpoaykT. [ToapoOHa nHPOpMAIHS € TIpeIoCTaBeHa Ha
yeOcaiita Ha EBpormeiickaTa areHIns 1Mo JiekapcTBara https://www.ema.europa.eu.

MexaHu3sM Ha IENCTBUE

RANKL chiiectByBa kaTo TpaHcMeMOpaHeH uiu pa3tBopuM npotenH. RANKL e kpaitno
HEoOX0auM 3a 00pa3yBaHeTO, PyHKIIMOHUPAHETO U MPEKHUBSIEMOCTTa HA OCTEOKJIACTUTE,
€IMHCTBEHUST BUJ KJIETKH, OTTOBOPHU 3a KOCTHaTa pe3opOuus. IloBuiieHara akTHBHOCT Ha
ocTeoKnacTuTe, cTuMyiarpani oT RANKL, e kinouoB MeuaTop 3a KOCTHaTa AeCTPYKIUS MPH
METaCTaTUYHU KOCTHH 3a00JIIBaHMsI 1 MHOKECTBEH MUEIIOM. JIeHO3yMal € YOBEIIKO
MoHOKJIOHaNHO aHTUT:UI0 (IgG2), KoeTo TapreTupa 1 ce CBbP3Ba C BUCOK aUHUTET U
crieruuanaoct ¢ RANKL, kaTo mpempoTBpaTsaBa mosBata Ha BzanMozeicTBueTo RANKL/RANK m
BOJIU JI0 HaMaJieH OpO OCTEOKJIACTH U HaMalleHHEe Ha TsAXHaTa (GYHKIUS, KaTo 10 TO3W HaYHH
HaMmaJsiBa KOCTHATa Pe30pOLMs U KOCTHATa JECTPYKLUS, HHIyIUPaHa OT PAKOBHU 3a00JIsIBaHUSL.

['uranTOKIETHYHNTE TYMOPH Ha KOCTTA CE XapaKTepU3HUpaT ¢ HEOIUIACTUYHN CTPOMAITHU KIIETKH,
excrpecupamy RANK snurang u mogoOHM Ha OCTEOKIIACTH TUTAaHTCKU KJIETKH, EKCIIPECHPALIH
RANK. Ipu nanuieHTy ¢ TMraHTOKJIEThYEH TYMOpP Ha KOCTTa, AeH03yMab ce cBbp3Ba ¢ RANK
JUTaHAa, KaTo 3HAYUTEITHO HaMallsiBa WM eIMMUHIPA TOJOOHUTE Ha OCTEOKIACTH THTAHTCKH
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KJIETKU. B pe3yiraT Ha ToBa ocTeonn3ara HaMasaBa U mponrdepaTHBHATa TyMOpHa CTPOMa ce
3aMecTBa ¢ HenmponudepaTuBHa, JudepeHIupana, IIbTHA HOBOOOpa3yBaHa KOCT.

dapmakogMHAMUYHHU Gd) CKTH

B xumandHN n3nutBanus (aza Il mpu manmeHTH ¢ Hanpe HA M 3I0Ka4eCTBEHH 3a00IIBaHUA,
3acAraly KOCTUTE, MOJAKOXKHOTO (S.C.) MPUJIOKEHHE Ha IeH03yMald Ha BCeku 4 ceAMHLIN
(Q4W) unu 12 cemmutiy Boau 10 Obp30 HaMalliBaHE HA MapKEPUTE 32 KOCTHA Pe30pOLus
(uNTx/Cr, cepymen CTx), c Mmequana Ha Hamasnerne npuommsureaso 80% 3a uNTx/Cr,
MOSIBSIBAILIO C€ B PaMKHTE Ha 1 cemMuIia, He3aBUCUMO OT TMIpeIIecTBalla Tepanus ¢
oudocdonaru unu ot uzxoaHoto HUBO Ha UNTX/Cr. B knmunanynm uznursanus ¢aza Il npu
MAIMEeHTH C HaIlpeIHAIN 3JI0KaUYeCTBEHH 3a00IIIBaHus, 3aCSTallld KOCTHTE, CPETHOTO
HamaneHnue Ha uNTx/Cr ot mpubnusurenao 80% ce e 3aappxaio mpe3 49-te cemMuI Ha
nedenue ¢ geHo3ymad (120 mg Ha Bceku 4 ceMuIy).

HmyHorenHoct
AHTH-JIEHO3yMa0 aHTUTENAa MOXKE JIa CE Pa3BUAT 10 BpeMe Ha JICYCHUETO ¢ ieHo3yMal. He e
HaOJIfoTaBaHa sIBHA BPH3Ka HA Pa3BUTHETO HA aHTHTENA ¢ (papMaKOKMHETHKATA, KITMHIIHAS

OTTOBOP WJIM HECKCIIAHUTC CHOUTHS.

Knyuangna 6d)I/IKaCHOCT 1 0€30IMaCHOCT OpHu NanuEeHTH ¢ KOCTHH METACTa3n OT COJIUAHU TYMOPH

EdukacHocrTa 1 6e3onacHocTTa Ha 120 mg neHo3yma0, npuiaraH s.c. Ha BCEKU 4 CeIMUIIU WU Ha
4 mg 30J1eIpoHOBa KHCceTnHa (KOpUTHpaHe Ha J03aTa py HamaleHa 0bOpeuHa QyHKIus),
IpUIarafa i.v. Ha BCeKU 4 CEIMMIH, Ca CPAaBHABAHU B TPU PAHAOMM3HUPAHU, TBOWHOCIIEIIN
NPOYYBaHUS, KOHTPOJIMPAHHU C aKTHBHO BEUIECTBO MU MAIMEHTH, KOUTO HE ca TIOIy4aBay 1.v.
oudocdonaru, ¢ HarIpegHATIH 37I0KaYECTBEHH 3a00IIBaHUsI, 3aCsATallld KOCTUTE: BB3PAaCTHU
NanyeHTH C PaK Ha rbpAaTa (mpoyusaHe 1), APYTH COIMIHU TYMOPH WM MHOXKECTBEH MHEIIOM
(mpoyuBane 2) 1 pak Ha IIpocTaraTa, pe3UCTeHTEH Ha KacTpauus (mpoyusane 3). Ilpu Te3u
NpOYYBaHUs, KOHTPOJIMPAHHU C AKTHBHO BELIECTBO, 0€30MacHOCTTA € olieHeHa npu 5 931 mauuenTy.
[ManmenTu ¢ npenmecTsama anamaesa 32 OHY unu octeoMuenuT Ha Y4emocTTa, akTHBHO
3a00J1sIBaHEe Ha 350UTE WK YENTIOCTTa, U3UCKBAIL0 XUPYPriuHa HHTEPBEHIMS B yCTHATA KyXHHa,
HEH3JIEKYBaHO 3a00JIsIBaHE CJIe]| ICHTaIHA/XUPYPruuHa HHTEPBEHIIUS B YCTHATA KyXUHA WIIN
KaKBaTo U Jla € INIaHupaHa MHBa3MBHA JEHTAJIHA POLEAypPa, HEe ca OMIIH MOJXOISIIN 32
BKJIIOUBAHE B TE3H IIPOy4BaHUs. [IbpBUYHNTE U BTOPUYHNTE KPAHU TOUKH OLIEHSBAT I0SIBAaTa Ha
€HO WJIU TToBeYe chonuTus, cBbp3anu ¢ koctHara cucrema (CCK). Ilpu npoyuBanusTa, HOKa3Bamu
NPEBB3XOACTBO Ha ACHO3yMab CIpsIMO 30J1eIpOHOBA KUCEIMHA, HA MAIUCHTUTE € MPEJI0KEHO
OTKPHTO IpHJIaraHe Ha ACHO3yMal B MpEABApPHUTEIIHO ONpeiesieHa 2-roauiiHa ¢as3a Ha
IIPOABIDKEHUE Ha JieueHneTo. ChOuTHe, CBhP3aHO ¢ KOCTHATA CUCTEMa Ce OIpeiesis KaTo BCSIKO
€/THO OT CIIeIHUTE: maToyloruuHa (pakTypa (MpenuieHHa WM HeNpelIeHHa), IbueTepanus Ha
KOCTTa (BKIIIOUHUTEIHO YIoTpeda Ha pauoU30TOIH), OIlepanys Ha KOCTTa Wi TpbOHaYHO-
MO3bYHA KOMIIPECHUSI.

Jenozymab HamansBa pucka ot nosgsara Ha CCK u nossara Ha MHorokpaTtHu CCK (ITbpBUYHU U
MoCcJeABAIH ) IPY MAaLMeHTH C KOCTHU METacTa3u Ha CONMIHMA TYMOPH (BX. Tabnuna 2).
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Ta6amnna 2. PesynraTu 3a epuKacHOCT NPH MAIMEHTH ¢ HATIPEHAJHN 3JI0KAYeCTBEeHH
3a00JIIBAaHUSA, 3ACATAIIN KOCTHTE

IIpoyuBane 1 pak

IIpoyuBane 2

IIpoyuBane 3 pak

Kom0unupan

Ha rbpAaTa APy COJTMIHM HAa mpocTararta aBaHCHpPAaJI paK
TYMOpU** WM
MHO>KeCTBEH
MHEJIOM
JIEHO3y | 30Jelpo- | NeHOo3y | 30Je1po JIEHO3y | 30JeApo- | NEeHO3y | 30Je1po-
Mao HOBa Mao - HOBa Mao HOBa Mab HOBa
KHCeInHa KHCeInHa KUCEeInHA KHCEJIH
a
N 1026 1020 886 890 950 951 2 862 2 861
IIspo CCK
Menuana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BpPEMETO
(Mecerm)
Paznuka B NA 42 3,5 8,2
MeanaHaTa Ha
BpPEMETO
(Mecerm)
HR (95% CI)/ 0,82 (0,71,0,95)/ 18 0,84 (0,71,0,98) /16 | 0,82 (0,71,0,95)/18 | 0,83 (0,76, 0,90)/ 17
RRR (%)
He mo-manka <0,00017/0,01017 0,00077 /0,0619° 0,00027 / 0,0085" <0,0001 /< 0,0001
eukacHocT/
IIpeBb3x0ACTBO
p-CTOMHOCT
Jsn Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
narmeHTuTte (%)
II'bpBo u nocaeasamu CCK*
Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/maruieHT

CBOTHOIIICHHE HA
gecrotute (95%
Ch/

RRR (%)

0,77 (0,66, 0,89) / 23

0,90 (0,77, 1,04) / 10

0,82 (0,71, 0,94) / 18

0,82 (0,75, 0,89) / 18

IIpeBB3x01CTBO p-
CTOMHOCT

0,00127

0,1447%

0,0085%

<0,0001

SMR 3a roauna

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

ILpBo CCK niin HCM

Mennana Ha
BpEMETO
(Mecenn)

NR 25,2

19,0 144

20,3 17,1

26,6 19,4

HR (95% CI)/
RRR (%)

0,82 (0,70, 0,95) / 18

0,83(0,71,0,97)/ 17

0,83 (0,72, 0,96) / 17

0,83 (0,76, 0,90) / 17

IIpeBB3X0ACTBO P-
CTOMHOCT

0,0074

0,0215

0,0134

<0,0001

II'bpBo 00.TbUBaHE HA KOCTHUTE

Mennana Ha
BpPEMETO
(Mecerm)

NR NR

NR NR

NR 28,6

NR 332

HR (95% CI)/
RRR (%)

0,74 (0,59, 0,94) / 26

0,78 (0,63, 0,97) / 22

0,78 (0,66, 0,94) / 22

0,77 (0,69, 0,87) / 23

[IpeBb3x01CTBO P-
CTOHMHOCT

0,0121

0,0256

0,0071

<0,0001

NR = ne gocturaaro; NA = nenpuinoxxumo; HCM = xunepkaianuemMus B pe3yaTaT Ha 3JI0Ka4eCTBEHO 3a00IIIBaHE;
SMR = gecroTa Ha ckenetHa 3aboneBaemocT; HR = Koedpunuent Ha puck; RRR = OTHOCHTEIHO HaManieHHne Ha

pucka
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TKopurupanu p-CToMHOCTH ca npecTaBeny 3a npoyusanus 1, 2 u 3 (mbpeo CCK u KpaiiHu TOYKH 32 IIPBO U
nocneasanu CCK); *bpoit Ha Bcuuku CbOUTHS, CBBP3aHH C KOCTUTE 33 IEPHO/Ia; OPOCHHU ca caMO ChOUTHS TOSBIIIH CE
> 21 aHU creq NPeaXoTHUTE.

** BKIIIOYUTEITHO HelpeOHOKIEThYeH pak Ha Oenust 1po0, pak Ha GbOpeka, KOJIOpeKTalleH pak, IPeOHOKIEThYCH paK Ha
Oestns 1po0, pak Ha MMKOYHUS MEXYP, PaK Ha IJlaBaTa M musATa, pak Ha [ IC/miuko4yo-nosoBara cucteMa U ApyTH,
M3KITIOYBANKY pak Ha IbpJaTa U MpocTaTara.

®urypa 1. Kpusu na Kaplan-Meier 3a BpemeTto 10 nbpBoTo CCK 10 BpeMe Ha NPpOy4BaHETO

IIpoyuBane 1* IpoyuBane 2** ITpoyuBane 3*
Dmab (N =1 026) Dmab (N = 886) . Dmab (N =950)
1,0 f == ZA (N=1020) ZA (N =890) ZA (N=0951)
-
g sl N u :
8 06 - % —
© 0 4 a . —
E 04 —,
=
o
S 02
2 i
=
>
< 0,0
fort -
i Dmab 1026 697 514 306 99 4 886 387 202 96 28 0 950 582 361 168 70 18

ZA 1020 676 498 296 94 2 890 376 194 86 20 2 951 544 299 140 64 22

Mecerr OT IpOy4YBaHETO

Dmab = JIleno3yma6 120 mg Q4W

ZA =3onenponosa kucennna 4 mg Q4W N =

Bpoii pan1oMU3UpaHu yyacTHULH

* = CTaTUCTUYECKH 3HAYMMO 32 MIPEBB3X0ACTBO; ** = CTaTUCTUUECKU 3HAUMMO 32 HE M0-MajIKa e(h)UKaCHOCT

IIporpecus Ha 3a00JI9BAHETO U 0611121 NOPEKUBACMOCT C KOCTHHU METACTAa3u HAa COJIMIHU TYMOPHU

[Iporpecusita Ha 3200JIIBaHETO € CXOTHA MEXITY IEHO3YMal U 30JIePOHOBA KUCEINHA ITPH
BCHYKHUTE TPH MPOYUBAHUS U IIPH MIPEIBAPUTEITHO ONIPEACICHNS aHAIN3 HA KOMOWHAIIHSITA OT
TPUTE MPOYIBAHIISL.

B npoyuBanus 1, 2 u 3, obmaTta mpeXUBIEMOCT € OaaHCHpaHa MEXIY IEHO3yMal U 30JeApOHOBA
KHCEITMHA TP MAIIUEHTH C HATpeTHAIY 3JI0KaYyeCTBEHH 3a00JIsIBaHUsl, 3aCsTallyd KOCTHTE: MAIIHEHTH
¢ pak Ha repaaTa (koepurueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), manueHTH ¢ pak Ha
npocraTara (koepuuueHTsT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) 1 naumenTy ¢ APpyTH COTUIHH
TYMOPH HJI MHOXXECTBEH MUeNIOM (KoepuueHTsT Ha puck u 95% Cl e 0,95 [0,83, 1,08]). Post hoc
aHaJu3 B IIpoyuBaHe 2 (MAUEHTH C APYTH COIHUIHU TYMOPH WU MHOKECTBEH MHUEIIOM) U3CIIe/[Ba
o0I1aTa mpeXUBSEMOCT 3a TPUTE BHJIA TYMOPH, H3IIOJI3BaHU 3a cTpaTu(uKanus (HeapeOHOKIeThUeH
pak Ha Oenus 1po0, MHOYKECTBEH MUEIOM U ApyrH). O01marTa mpeKuBsIeMOCT € TIO-TJITa 3a
JICHO3yMa0 mpu HeAPEOHOKIIETHYCH pak Ha Oenus Apod (koeduiueHT Ha puck [95% CI] ot 0,79
[0,65, 0,95]; n = 702) u mo-bJira 3a 30JeIPOHOBA KHCEIHNHA ITPH MHOXKECTBEH MHUEIOM (Koe(HIIneHT
Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxoaHa MeX Ty I€HO3yMad ¥ 30JeIpOHOBA
KHCEITMHA NIPU JIPYTUTE BUJOBE TyMOpH (KoedunueHT Ha puck [95% CI] ot 1,08 [0,90, 1,30]; n =
894). ToBa nmpoy4BaHe HE € 32 KOHTPOJIMPAHE HA MPOTHOCTUYHUTE (PAKTOPH U aHTHHEOTUIACTUYHUTE
nedenus. [Ipu koMOMHMpaH, IpeIBapUTEITHO ONPEIeIeH aHAIN3 OT poy4uBanus 1, 2 u 3, oOmiara

MIPEKUBAEMOCT € CXOJIHA MEXIY AeH03yMal U 30JIeIPOHOBA KUceNnHa (KOoeHUITEeHT Ha pUCK U 95%
C10,99[0,91, 1,07]).
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Edexr Bpxy Oosikara

Bpemeto 1o ob6nekuaBane Ha 6oikaTa (T.€., > 2 TOUKH HaMaJsIBaHe OT U3XOJHOTO HUBO Ha CKOpa
3a Haii-cuiiHa Oounka 1o ckanara Ha BPI-SF) e cxogHo Mexay neHo3ymal u 301eIpoHOBa
KHUCEIIMHA [P BCSKO MPOYYBAHE U B MHTETPUPAHUTE aHAIN3U. B post hoc ananus Ha
KOMOMHUpPaHU HA0OpU OT TaHHU, MEIMaHaTa Ha BPEMETO JI0 BioIaBaHe Ha OokaTa (CKop 3a
Haii-ciiiHa 00sKa > 4 TOYKM) MU HalMeHTH ¢ Jeka 0onka win 6e3 60Jika Ha U3XOAHO HUBO €

3abaBeHa 3a IeH03yMal B cpaBHEHHE ChC 30JeIpoHoBa kucenuHa (198 cnpsamo 143 gan) (p =
0,0002).

Knyuangna G(bI/IKaCHOCT OpHU NAaNUEHTH C MHOXKCCTBEH MUCTIOM

Jeno3ymab e orieHsIBaH B MEXIyHAPOIHO, paHaoMu3upano (1:1), IBOHHOCIAIO, KOHTPOJIHUPAHO C
AKTUBHO BEIIECTBO NMPOYYBAHE, CPABHABAIIO JIEHO3YMA0O ChC 30JICIPOHOBA KUCEIMHA ITPU
MAIMEHTH C HOBOJUATHOCTUIIMPAH MHOKECTBEH MHEJIOM, ITpOyYBaHe 4.

B toBa mpoyuBane, 1 718 narueHT ¢ MHOKECTBEH MHUEJIOM U C TOHE €IHAa KOCTHA JIe3us, ca
paHmoMu3upaHu na noiaydasar 120 mg neHo3ymab moakoxHo Ha Beeku 4 ceqmunn (Q4W), wmu 4
mg 30JIeIPOHOBA KUCEINHA MHTPABEHO3HO (i.V.) Ha BCEKH 4 ceaMUITH (KOpUTHPaHa 103a CIIOPET
O0bOpeunaTa pyHkuus). Mi3mMepuren Ha IbPBUYHMS PE3YJITAT € JOKa3BaHE HA HE MO-MaJlKa
e(h)MKacHOCT IO OTHOIIIEHUE Ha BPEMETO JI0 IThPBa MOsIBa B IPOYYBAHETO HA CHOUTHE, CBBP3aHO C
koctHaTa cuctema (CCK), B cpaBHEHHE ChC 30JI€JpOHOBA KHUCeIHa. M3mMepuTenuTe Ha
BTOPHYHHUTE PE3YyJITATH BKIFOUBAT MIPEBH3XOJICTBO IO OTHOIIIECHUE HA BPEMETO JIO TIOsIBA HA ITEPBO
CCK, npeBb3X0JICTBO 110 OTHOIIICHUE HA BPEeMETO JI0 MosiBa Ha mbpBo u cieasaiio CCK u obmia
npexussieMoct. ChOUTHE, CBHP3aHO C KOCTHATA CUCTEMA Ce OIPEeIeNsl KaTo BCAKO €THO OT
CJICTHUTE: TTATOJIOTHYHA (hpakTypa (IpelicHHa Wi HENPeNIeHHA), ThUeTeparns Ha KOCTTa
(BKJIFOUMTEHO YIIOTpeOa HA PaJHMOU30TOIH ), OTIepaIlHs HA KOCTTA WM TPhOHAYHO-MO3bYHA
KOMITPECHSL.

B nBete rpynu Ha mpoyuBaneTo 54,5% OT manueHTUTE ca IIaHUPAaHH 33 aBTOJI0XKHA
TpaHCIIaHTaKs Ha nepudepHu KpbBHU cTBONOBH KieTku (PBSC), 95,8% ot manuenTure ca
M3M0JI3BAIN/IUIAHUPAHH /12 U3I10JI3BaT HOBO AHTUMHEIOMHO CPEACTBO (HOBUTE TEPANUH BKIIOYBAT
60pTe30MHU0, TCHATUIOMH/T TN TATUAOMU) TIPY ITbPBA JIMHUS HA JedeHue, a 60,7% ot
naruentute ca umanu npeaumHo CCK. bposT Ha manueHTyTe B 1BeTE IPyIH Ha IPOYYBAHETO C
ISS cragwmii 1, ctapwmii II u craguit 111 npu noctaBsiHeTo Ha AuarHosata € cboTBeTHO 32,4%, 38,2%,
n 29,3%.

Cpennust Opoii Ha PUIIOKEHHTE 103U € 16 3a neHo3ymab u 15 3a 3071eIpoHOBa KHCEIHHA.

Pesynrarute 3a epukacHOCT OT MpoydYBaHe 4 ca mpeacTaBeH: Ha urypa 2 u Tabnuna 3.
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®urypa 2. Kpusu Ha Kaplan-Meier 3a BpemeTo 10 mspBo CCK npu nanueHnTu ¢
HOBOJMATHOCTHIMPAH MHOKECTBEH MUEJIOM

0.8+

0.6

0.4+

0.2

Jlstn Ha yuactaunuTe 6e3 CCK

0.0+

Henosymab 120 mg Q4W | gs9 583 453 370
SonepoHosa kucenmmHaa 4 mg Q4AW | 859 595 450 361

T T T

0 3 6 9

N = Opoii paHAOMU3UPAHU YYACTHUIH

Jenosymab 120 mg Q4W (N = 859)
3onenponoBa kucenrna 4 mg Q4W (N = 859)

s

303 243 197 160 127 99 71 50 35 22
288 239 190 152 125 95 69 48 31 18

1 T T T T | T T T T
12 15 18 21 24 27 30 33 36 39

Mecer1 0T Ipoy4BaHETO

Tabauua 3. Pe3yaraTu 3a eppukacHoOCT Ha 1eHO3YyMa0 B CpPaBHEHUE ChC 30J1eJPOHOBA
KHCeJIMHA MPU MANMEHTH ¢ HOBOAUATHOCTHIIMPAH MHOKECTBEH MHEJI0M

GRH0466v3

CCK (%)

Jlerno3ymab 3onenpoHoBa
(N =2859) KHCETIIHA
(N =2859)
IbpBo CCK
Bpoii Ha manweHTHTE, KOWTO Ca MMAJTH 376 (43,8) 383 (44,6)

Mennana Ha Bpemeto 1o CCK (mecern)

22,8 (14,7;NE) | 23,98 (16,56; 33,31)

Koedwumment Ha puck (95% CI)

0,98 (0,85; 1,14)

roguHa

IILpBo u ciensamo CCK

Cpenen Opoit cbOUTHS/TIAIIUEHT 0,66 ‘ 0,66
CrotHomenue Ha yectoture (95% CI) 1,01 (0,89; 1,15)
YecToTa Ha CKelleTHA 3a001€BaeMOCT 3a 0,61 0,62

spBo CCK nan HCM

Mennana Ha BpeMeTo (Mecelu)

22,14 (14,26;NE) | 21,32(13,86;29,7)

Koedunuent na puck (95% CI)

0,98 (0,85; 1,12)

II'bpBa ibyeTepanus HA KOCTTA

Koegunuent Ha puck (95% CI)

| 0,78 (0,53; 1,14)

O011a npekuBsIEMOCT

Koedwumment Ha puck (95% CI)

| 0,90 (0,70; 1,16)
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NE = He e onieHuMO
HCM = xunepkaiuuemMus B pe3yJiTaT Ha 3JI0Ka4eCTBCHO 3a00IsIBaHE

Knyuangna ed)I/IKaCHOCT 1 0€30MaCHOCT OpHu BE3PACTHHU M FTOHOIIHN CHC 3aBHPIICHO CKEJICTHO
Pa3BUTHUC C TUTAHTOKJIICTHYCH TYMOPD HAa KOCTTa

BezomnacHocTTa M emkacHOCTTa HA JeHO3yMal € u3clie[[BaHa B IB€ OTKPUTH KITMHUYHU
m3maTBaHus ¢asa Il ¢ eqHo pamo (mpoyuBanus 5 u 6), BKIIOYBAIIH 554 TAIUEHTH C
TUTAHTOKJIETHYCH TyMOpP Ha KOCTTa, KOWTO € HeonepaOuyIeH WK IIPH KOWTO omeparusata ou onia
CBBp3aHa C TeKKA 3a00JICBACMOCT, U IPOCIICKTHBHO, MHOTOIICHTPOBO, OTKPUTO Npoy4BaHe (aza [V
(mpoyuBane 7), MPEAOCTABSINO IBITOCPOTHO POCEeAsIBaHE Ha O€30TMaCHOCTTA TIPH TMAITUECHTHTE,
KOHTO ca 3aBbplIin npoyusane 6. [lanuenTture momyyasar 120 mg aeHo3yMad NMOJKOXKHO BCEKH
4 cenMuIM ¢ HaTOBapBaiia fo3a ot 120 mg Ha neH 8 u 15. [TanueHTHTE, KOUTO Ca MPEKPATUIU
JIeHO3yMa0, ciie]] ToBa BIM3aT BB (azaTa Ha mpociiesBaHe Ha Oe30MacHOCTTa 3a Hal-Maiko 60
Mmecera. [loBTopHO nedyenne ¢ 1eHo3ymMab Mpu MpocieIiBaHeTo Ha 0€30IacCHOCTTa € TIO3BOJICHO 32
MAIMEHTUTE, KOUTO MIbPBOHAYAIHO ITOKa3BaT OTTOBOP KbM JIcHO3yMal (Harmp. B caydait Ha
pelHIuBUPAIIO 3a00sBaHE).

[IpoyuBane 5 BktouBa 37 Bb3PACTHH MAIUCHTH C XUCTOJIOTMYHO MOTBBPICH HEONIEPAOHIICH HITH
pelUIMBUpAIll TUTAHTOKJIETHYCH TYMOP Ha KocTTa. VI3MepuTensT Ha OCHOBHUS pe3yJiTaT Ha
M3IIUTBAHETO € YECTOTaTa Ha OTroBOp, AerHUpaH kato nmone 90% enruMuUHUpaHe HA TUTAHTCKUTE
KJICTKH CIIPSIMO M3XOJHOTO HUBO (MJIM ITBJIHO CTUMHHHUPAHE HA TUTAHTCKUTE KIICTKH B CIIyYauTe,
KOT'aTO FMTaHTCKUTE KJIETKU MPEACTaBIsIBaT < 5% OT TYMOPHHUTE KIICTKH ) WUJIH JIUTICATA HA
MIporpecHsl Ha IelieBaTa JIe3us Ype3 PeHTreHOTpadCKu U3MEPBaHHUs, KOTATO HAMA HAJTMYHU
XUCTONATONOTHYHY n3cneaBannsa. OT 35-Te manueHTy, BKIIOYCHN B aHATN3a 33 €PUKACHOCT,
85,7% (95% CI: 69,7, 95,2) ca umanu TepaneBTUYEH OTTOBOP KBM JICUCHUETO C ICHO3yMa0.
Benukute 20 manuentu (100%) ¢ XUCTOIOTHYHY OLIEHKU OTTOBAPAT HA KPUTEPUHUTE 32 OTTOBOP.
Ot ocrananure 15 manuenTu, pu 10 (67%) peHTreHOrpadcKuTe H3MEPBaHUS HE MTOKa3BaT
[IPOrPecHs Ha TapreTHATa JIC3Hs.

IIpoyuBane 6 BxiIrOUYBa 535 BB3PACTHU UJIU IOHOIIU ChC 3aBBPIICHO CKEIETHO Pa3BUTHE C
TUTaHTOKJIEThYEH TyMOp Ha KocTTa. OT Te3u nanueHTy 28 ca Ha Bh3pacT 12 - 17 roguHu.
[TarmenTure ca pa3npeneneHy B €1Ha OT TPH KOXOPTH: KOXOpTa 1 BKJIIOUBA MAaIlMEHTH C
XUPYPTUYHO HEBBH3CTAHOBUMO 3a00IsiBaHe (HAIlp. CaKpaIHH, IPHOHAUYHH WK MHOXKECTBEHH JIE3UH,
BKJIIOUHUTENIHO 0€JI0APOOHH METAcTa3M); KOXOPTa 2 BKIIOYBA MALMEHTH C XUPYPIHYHO
BBH3CTAaHOBHMO 3a00JIABaHe, YMATO IUTAHUPAHA OTIEpAIlisl Ce€ CBBhP3Ba C TeXKa 3a0071eBaeMOCT
(Hamp. pe3ekuus Ha cTaBa, aMITyTalllsg HAa KpaHHUK WIIM XEMUIIEIIBEKTOMUS ); KOXOpTa 3 BKIIOUBA
MAIMEHTH, Y4acTBAJIM MIPEeIU TOBA B IPOYYBaHE 5 U NPEMHUHAIN B TOBa poyuyBaHe. OCHOBHATA LieJl
e /1a ce oreHH MPOo(UITBT Ha 0E30IMaCHOCT Ha IEHO03yMal MPH MAalMEHTH ¢ TUTAaHTOKJIEThYeH TyMOP
Ha kocTTa. 3MepuTenuTe Ha BTOPUUHUTE PE3yNITaTH Ha POYYBAHETO BKJIIOYBAT BpEME 710
mporpecus Ha 3a00JI1BaHETO (Bb3 OCHOBA Ha OLICHKA Ha M3CJeJ0BaTels) 3a KoxopTa | u nsna Ha
nanueHTuTe 0e3 KakBaTo U Ja OMJIo oreparus Ha Mecel] 6 3a KoxopTa 2.

B xoxopta 1 npu okoHuaTenHus aHaim3 mpu 28 ot 260 nexyBanu manuentu (10,8%) ce
HaOmoaBa mporpecus Ha 3a0onsBaneTo. B xoxopra 2, 219 ot 238 (92,0%; 95% CI: 87,8%,
95,1%) manueHTH ¢ Bh3MOXHOCT 3a OIeHKa, JJEKyBaHHU C JICHO3yMal, He ca MOJIOKCHH Ha
onepanus 10 mecent 6. Ot 239 manueHTH B KOXopTa 2, ¢ MIICTO Ha U3XO0JIHATA IIeJIeBa JIC3UsI WU
MSICTO Ha JIe3Usl B IPOYYBAHETO W3BBH OenuTe IpoOoBe WIIM MEKUTE ThKaHu, pH 0010 82
yuactaunu (34,3%) e n3bernara ormepaiys 1Mo BpeMe Ha mpoydBaHeTo. Karo 1510 pesynraturte
3a e()UKaCHOCTTA NP IOHOIIN ChC 3aBBPILICHO CKEJIETHO Pa3BUTUE Ca CXOJHH C HAOJI0AaBaHUTE
P BB3PACTHHU.

B npoy4Bane 7 ca BKJIIOYE€HHU 85 BB3paCTHH MAIMEHTH, KOUTO TPEAN TOBA Ca YIacTBAIH U ca
3aBBPIIWIK IpoyuYBaHe 6. Ha manueHTuTe e paspeiieHo Ja nojyyaBarT JeueHUe ¢ JIeH03yMal 3a
I'KTK u Bcnuku nmanueHTH ca pociiefienn 3a 5 roguHu. OCHOBHATA TIeT € J]a ce OIIEHU IPOPIITBT
Ha 0€30MMacHOCT Ha JIeH03yMab B ABJITOCPOUCH TUTAH TIPH MAIMEHTH C TUTAHTOKIIETHYCH TyMOP HA
KOCTTa.
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EdekT BppXy O0JKaTa

[Ipu oxoHUATENHUS aHATN3 Ha KOXOPTU | 1 2 KOMOWHUPAHU, KIMHUYHO 3HAYMMO HaMallsiBaHEe Ha
Hal- cuirHaTta Ooska (T.e. > 2 TOYKH HaMmallsiBaHe OT U3XOJAHOTO HUBO) € chobrmieHo mpu 30,8% ot
MMalIHEHTUTE C PUCK (T.€. T€3H, KOUTO UMAT CKOP 3a Hal-CHIHA 00JIKa > 2 Ha U3XOJHO HUBO) B
pamkute Ha | ceqmuna ot jeueHnero u > 50% Ha ceqmuna 5. Te3u mogoO6peHus Ha 6oKaTa ca ce
3arta3uiiy PU BCUYKHU CJICBAIIY OIICHKH.

TlequaTpuuHa nonynanus

EBporneiickara areHIus o JiekapcTBaTa 0CBOO0XK1aBa OT 3aIbJDKCHUETO 33 MPEAOCTABSHE Ha
pe3yiTaTuTe OT MPOYYBAHUATA C JICHO3yMad BbB BCHUKH MOJTPYIH Ha eTUATPUYHATA MOy JIAIIHS
TIPH IPEIOTBpATIBaHE HA CHOUTHSI, CBhP3aHH C KOCTHATA CUCTEMa MPH MAIUEHTH ¢ KOCTHU
METACTa3| U MOArPYNHU Ha NIeTUaTpUyYHAaTa MOMYJAIMs Ha Bb3pacT Mo 12 ToMuHH NpH JIeueHHe
Ha THTAHTOKJICThYEH TYMOP Ha KOcTTa (BX. Touka 4.2 3a mHpOpMaIns OTHOCHO yroTpeba B
MIeINATPHTA).

B npoyuBane 6 neHo3yMad € OIeHABaH MPH MOATPyMa OT 28 MaIMeHTH B IOHOIIIeCKa Bh3pacT (Ha
BB3pactT 13-17 ronuHM) ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTa, KOUTO Ca JOCTUTHAJIN CKeJleTHA
3pSUIOCT, OMpeeNeHa OT HaJTMYMETO Ha Hail-Maliko 1 3psuia rbara KocT (Hamp. 3aTBOpeHa
enudu3apHa pacTeXHa IUI0YKa Ha paMEeHHATa KOCT) U TelecHo Tero > 45 kg. Ilpu enuH nanueHT
B IOHOITIECKA BB3PACT C XUPYPTrUIHO HEBB3CTaHOBUMO 3a0oisBane (N = 14) ce HabmronaBa
penuarB Ha 3a00JISIBAaHETO 110 BpEMe Ha IIbpBOHAYaIHOTO jJedeHue. [Ipu Tpunagecer ot 14-te
MAIMEeHTH C XUPYPTUYHO HEBB3CTAHOBUMO 3a00JIIBaHE, YHAATO IIAHUPaHA XUPYPrUYHa ONepaIus
ce CBBP3Ba C TeXKKa 3a00JIeBaeMOCT, HE € HallpaBeHa oreparus 10 Mecell 6.

5.2 ®apMakOKHHETHYHHU CBOWCTBA
AOGcopbms
Crnent TOAKOKHO MpUIIOKEeHHe OnOHAaTMIHOCTTA € 62%.

Buorpanchopmarus

Karo ectecTBeH UMyHOTTIOOYJIHH, ICHO3yMa0 ChABpPKA CAMO aMUHOKHCEIIMHY U BBIVIEXUAPATH U ©
MaJIKO BEPOSATHO J1a O0b/Ie eTUMUHUPAH upe3 epHoApoOeH MeTa0omu3bM. O9akBa ce HETOBHST
MeTa0O0JIM3bM U SITMMUHUPAHE J1a CIICABAT IIBTUIIATA Ha KIIMPHHC HA HIMYHOTJIOOYJIMHUTE, BOICIIH
JI0 pasrpaxkJaHe J0 MaIKH MENTHAA U OTACTHN aMUHOKUCEITHHU.

Ennmunupane

IIpu manueHTy ¢ HanpeHal pak, KOUTO ca MoJiydaBajid MHOTOKpaTHH 1031 OT 120 mg Ha Bceku

4 cemmuliy ce HaOJII01aBa MPUOIM3UTEIHO 2-KPAaTHO YBEIHNUaBaHE HA CEPYMHHUTE KOHIICHTPAIMH Ha
JICHO3yMa0 U CTAllMOHAPHO ChCTOSHUE CE€ JIOCTHTa 3a 6 Mecella, KOeTO ChOTBETCTBA Ha HE3aBHCHUMA OT
BpeMeTo (papmakokuHeTHKa. [Ipy manueHTH ¢ MHOXKECTBEH MHEIIOM, KOUTO ca moxydasanu 120 mg Ha
BCEKH 4 CEeIMUITY, MEIMaHaTa Ha HAll-HUCKUTE HUBA Bapupa ¢ I0-MajKo oT 8% Mexmy 6-us u

12-us mecen. [lpu nanueHTy ¢ TMFAaHTOKJIETHYCH TYMOP Ha KOCTTa, KOUTO ca noxydaBanu 120 mg

Ha BCEKH 4 CeIMUITU C HATOBapBalla 703a Ha 8-Mu U 15-TH JieH, cTalmoHapHU HHUBA ca

JIOCTUTHATH B paMKHUTE Ha IIBPBHUS Mecel] OT JieueHueTo. Mexay 9-ta u 49-ta ceamuna,

MeaMaHaTa Ha Hali-HUCKUTE HUBa Bapupa ¢ mo-Maiko ot 9%. [Ipu marmeHTn, KOUTO ca
MPEeyCTaHOBWIHN A03aTa oT 120 mg Ha Bceku 4 CeIMUIIM, CPETHUST MOYKUBOT € 28 THU (TpaHuIU

14 mo 55 mum).
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[MonynanuroHeH GpapMaKOKMHETUYCH aHAIN3 HE TIOKa3Ba KIIMHUYHO 3HAYUMU TIPOMCHH B
CHCTEMHATA CKCIIO3UIINS Ha JCHO3yMa0 B CTAI[MOHAPHO CHCTOSHKE MO OTHOIICHUE Ha Bh3pacT (18
Jo 87 roauHM), paca/€THUYECKH MPOU3X0/1 (M3CICIBAHU Ca YSPHOKOXKH, ¢ UCIIAHCKH MTPOU3XO/I,
a3uaTIM U OCITN), TIOJ WU BUJT HA COJIUTHUS TYMOP, WK MAIUCHTA C MHOXXECTBEH MHUEIIOM.
[ToBHIIIABaHETO HA TEIECHOTO TEIJIO ¢ OMIIO CBBP3aHO C HAMAaJsIBAHE Ha CHCTEMHATA CKCITO3UIIUS 1
obpatHo. [IpoMeHHTE HE ca CUETCHH 3a KIIMHUYHO 3HAYUMH, ThH KaTo (hapMakoJHUHAMUIHUTE
edexTH, 0a3upaHy Ha MapKEePUTE 32 KOCTHA 0OMSIHA, Ca TTOCTOSIHHU MTPH IIIMPOKHU TPAHUIU HA
TEJIECHO TETJIO.

JIMHEeWHOCT/HEIMHEUHOCT

Jeno3ymab nokassa HenmuHelHHa (papMaKOKMHETHKA IIPH 03U B IIMPOK JO30B AUAMa30H, HO
IIOBHUIIIABaHE HA EKCIO3ULUATA, KOETO € IPUOIM3UTENHO IPOIOPLHOHAIHO Ha 103aTa, IPY 1031
ot 60 mg (umm 1 mg/kg) u mo-Bucoku. HenmHeHHOCTTa BEpOATHO € B Pe3yiITaT HA HACUILIAEM,
TapreTHO-MEIUHpaH IbT Ha EIMMHHUPAHE, KOMTO € OT 3HaYCHHUE IIPH HUCKU KOHIICHTPALIH.

BbrOpeuno yBpexaane

IIpu npoyuBanwms Ha AeHO3yMab (60 mg, n =55 u 120 mg, n = 32) npu narueHTH 0€3 HaIIpeHAI
pax, HO ¢ pa3uyHa cTereH Ha ObOpeyHa (GYHKIIUS, BKIFOUATEITHO U MAIIMEHTH Ha TUajn3a,
CTETeHTa Ha OBOPEUHO YBPEkKIaHE HE MOBIHsABA (DApMaKOKMHETHKATA Ha JICHO3YMa0; Taka e He Ce
W3UCKBa KOPUTHPaHe Ha Ji03aTa Mpu 0h0peuHo yBpexaane. Hama HeoOX0IuMOCT OT
MOHHUTOpHpaHe Ha ObOpedHaTa PYHKITNS TIpH TIpHIIaraHe Ha TeHO3yMao.

YepHoaApoOHO YBpEXKIaHE

He e mpoBexnano cneru@uyHO IpoyyBaHe MpH MaMeHTH ¢ 4epHoIpoOHO yBpexaane. Kato 1o
MOHOKIIOHATHUTE aHTUTEJa HE Ce SIMMHUHUPAT IIOCPEACTBOM YepHOIpoOeH MeTtabonu3bM. He ce
ouakBa (papMaKOKMHETHKATa Ha JeHO3yMad fa ObJe MOBIHMSIHA OT YEPHOIPOOHO YBpEKIAHE.

CTaD‘IeCKa BB3pacT

He ca naGrronaBanu pasauku B 0€301TaCHOCTTa U ¢(PUKACHOCTTAa MEXKAY MAIUEHTH B CTapYecKa
BB3PACT U MMO-MJIa ¥ ManueHTH. KOHTponrpanu KIMHUYHY MPOYYBaHHUS C JJCHO3yMab npu
MAIMEHTH Ha Bh3PacT HaJ 65 TOMHU C HAPEIHATH 3JI0Ka4eCTBEHH 3a00JIBaHus, 3aCATaIlN
KOCTHUTE, ca TIOKA3aJIM CXO{HA e(PUKACHOCT M OE30MaCHOCT MPH MO-BB3PACTHH U MPH MO-MIIAIH
narreHTy. He ce Hanmara kopurupase Ha j03arta MpH MalUeHTH B CTapuecka Bh3pacT.

IleauarpryHa momyJianus

IIpu roHOIIN CHC 3aBBPILEHO CKEIETHO pa3BUTHE (HA BB3pacT 12 - 17 ToAuHM) ¢ TUTAHTOKJIETHYCH
TYMOp Ha KOCTTa, nony4aBanu 120 mg Bceku 4 ceAMUIIM C HaTOBapBallla 103a Ha A1HU § U 15,
(hapMakOKMHETHKATa Ha IEHO3yMal € CXOoIHa C Ta3H, HaOJojaBaHa MpH BH3PACTHH IMAIIMEHTH C
TUTAHTOKJIETHYCH TYMOpP Ha KOCTTA.

5.3 IpeakJMHMYHU JAHHH 32 0€30MACHOCT
Tbii KaTo OMOJIOTUYHATA aKTUBHOCT Ha ICHO3yMa0 MpH KUBOTHH € criennuyiHa 3a
HEYOBEKONOA00HH PUMATH, 3a OLICHKA Ha (hapMaKOJMHAMUYHUTE CBOMCTBA HA JAEHO3yMal IpH

MOJEIT Ha TPU3ayH Ce MPaBH OIfeHKA Ha TeHHO Mojaenupanu (knockout) MUIIIKH HITH CE€ H3ITOJI3BAT
npyru ouonornyan naxuOuTopu Ha RANK/RANKL nb1a, kato OPG-Fc u RANK-Fc.
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[Tpu My MoieTM Ha KOCTHH METAaCcTa3! Ha paK Ha I'bpJaTa MpH YOBEKa, OJOKUTEIICH H
OTpHIIATEJICH 32 ECTPOTEHEH PEIEeNTOp, paK Ha MPoCcTaTaTa U HepeOHOKIIEThUEH paK Ha Oenus
npo6, OPG-Fc HaMasiBa OCTEOIUTUIHUATE, OCTCOOTACTHUTE U OCTCOIMTUIHUTE/OCTEO0IaCTHUTE
ne3ud, 3a0aBsi POpMUPAHETO HA de nOVO KOCTHH METacTa3! M HaMajsiBa pacTea Ha KOCTHUS
tymop. Korato npu te3u mopermn OPG-Fc ce komOnHMpa ¢ XopMoHanHa Tepanus (TaMokcreH)
WA XUMHOTEpanws (oIeTakce), ce HabaoaaBa JOMBIHATETHO HHXHONPAaHe Ha pacTeka Ha
KOCTHUSI TyMOp CHOTBETHO IIPH pak Ha T'bpJara, mpocTaTtara wiu oemus n1po06. [Ipu Mumm mopaen
Ha WH]yIIUpaHe Ha TyMop Ha MieuHaTa xe3a RANK-Fc HamansBa xopMOH-UHyIMpaHaTa
nposudepaltis B eMUTENIa Ha MyIeUHATA JKJie3a U 3a0aBsi 00pa3yBaHETO HA TyMOp.

CTaHIlapTHI/I TCCTOBC 3a U3CJICABAHC HA I'CHOTOKCUYHMSA ITIOTCHIIMAJI HA ILCHOSYM36 HC Ca
IIPOBCKAAHU, THH KaTo HE ca MNPUITOKHUMU IIPHU Ta3U MOJICKYJIA. Hopazu/l CBOC€TO €CTCCTBO € MAJIKO
BEPOATHO ILGHOSYM3.6 Jla IPpUTEXKaBa HIKaKBa TCHOTOKCUYHOCT.

KaHHepOFeHHHHT IDOTCHIIMAJI Ha z[eH03yMa6 HC € OLICHABAH B ABJITOCPOYHU NIPOYUBAHUA IIPU
KHUBOTHH.

B npoyuBanust 32 TOKCUYHOCT IIPU €JHOKPATHO U MHOIOKPATHO IIPUJIATAHE IIPU ABITOONALIATH
Makarw, TO3UTe Ha IeH03yMal, BOACIIH OT 2,7 10 15 mbTH Mo-rojisiMa CHCTEMHA €KCITO3HITHS,
OTKOJIKOTO MPETIOPbYUTENTHATA 1032 IPU X0pa, HAMAT e(heKT BbPXY ChbpPAEYHO-CHI0BATA
¢dusmnonorus, pepTunnuTeTa IPU MBKKHATE HIIH KEHCKUTE, M HE TOKa3BaT TOKCUYHOCT 32
KOHKPETHHU TapreTHU OPTaHH.

B mpoyuBane npu IbpIroonamaTi Makaly, Ha KOUTO € TIPHIIOKEH AeH03yMal 1o BpeMe Ha IIeproa,
€KBUBAJICHTEH Ha IbPBHSI TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha I€HO3yMal, BOAEIIHU 10 9 MbTH
MO-TOJISIMA CHUCTEMHA €KCIO3ULIYSL, OTKOJIKOTO MPENOPBbUNTENHATA J03a IIPU X0pa, HE NHyIIHpaT
TOKCHYHOCT IIPH MaiKaTa WK yBpexXJlaHe Ha eTyca 110 BpeMe Ha IIepHo/l, EKBHBAJIEHTEH Ha
I'BPBUS TPUMECTBD, BBIIPEKH Ue (eTatHnuTe TMM(HU BB3JIH HE ca U3CIeABaHH.

B npyro npoy4Bane mpu JBATOONAIIATH MaKalli, Ha KOUTO € MPIJIOKEH IeH03yMal 1Mo BpeMe Ha
/OpEeMEHHOCT TIPU CUCTEMHA eKCIO3UIMS, 12 TBTH M0-BUCOKA OT J103aTa MpH X0pa, € HabIr01aBaHO
MOBUIIIABAaHE HA MBPTBUTE PakAaHUS U TIOCTHATAIHATa CMBPTHOCT; HAPYIIEH KOCTEH PaCTEeX, BOJCII
[0 HaMaJIeHa 37paBHHA Ha KOCTHUTE, TIOHIHKEHA XeMaTOoIoe3a ¥ HEMPABIITHO MOIpeKaaHe Ha 360UTE;
nutica Ha nepudepHu TUMGHE BB3IH 1 3a0aBeH HeOHaTaleH pacTex. He € ycTaHOBeHO HUBO, TTPH
KOETO ce HaOII0AaBaT HeXeJlaH! PENpPOLyKTHBHU epekTu. 6 Mecema clie/l paXkIaHeTo, IPOMEHHUTE
CBBP3aHH C KOCTUTE ca IMOKa3ajau 00paTHO pa3BUTHE U He € HaOIro1aBaH eeKT BbPXY MOHUKBAHETO Ha
3p0uTe. EQexTure BbpXy TMMQHUTE BBH3IH U HETIPABUIIHOTO TOJpEXaaHe Ha 360uTe obade
MIEPCUCTUPAT U € HabIIt0laBaHa MUHUMAJIHA JI0 YMEpeHa MUHEpaJIU3alis B MHOTO ThKaHH IIPH €HO
JKUBOTHO (BpB3Ka C JICUEHUETO HE € ycTaHOBeHa). Hsima maHHu 3a yBpexkIaHe Ha MaiikaTa npean
paXIaHeTo; HeXKeNaH! eeKTH MPU MalKaTa Bh3HUKBAT HEUECTO TI0 BpeMe Ha pa)KIaHeTo.
Pa3BuTueTo Ha MaiiunHaTa MJIEYHA 5KJI€3a € HOPMAJIHO.

HpI/I NPEAKIIMHUYHHA MPOYYBAHUS 34 KaUCCTBO Ha KOCTHUTEC IIPpH MaﬁMyHH Ha ABJITOCPOYHO
TPETHUPAHE C JICH03YM36, HaMaJsIBaHETO Ha KOCTHHUS OOMEH ce CBBp3Ba C MOBUIIIaBaHEC Ha
3/paBUHATAa Ha KOCTUTC U C HOPMaAJIHA KOCTHA XHUCTOJIOTU.

[Tpr MBXKH MHATITKH, TeHHO Moaenupann Aa ekcripecupaT huRANKL (knock-in mumkn), kKouto
ca OWJIM MOJUIOKEHU Ha TPAHCKOPTUKAIIHA (paKkTypa, 1eH03yMal 3a0aBs OTCTpaHIBAHETO HA
XpyLlsifia 1 peMOAETIMPAHETO Ha Kajyca Ha MACTOTO Ha (ppakTypaTa B CpaBHEHHE C KOHTPOJIUTE,
HO OMOMEXaHWYHaTa 3ApaBUHA HE € Onia 3acerHara HeOIaronpHUsITHO.
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[pu npeaxnuanyan npoyusanus, knockout mumku 6e3 RANK mnu RANKL ca nmanu nunca Ha
JIaKTaLysl OpaIy MOTUCKaHE Ha Ch3PsBAHETO HAa MJIeYHATa jKiie3a (JI00yI0-aIBeolapHOTO
pa3BHUTHE Ha KJIe3aTa 110 BpeMe Ha OpPEMEHHOCTTA) U ca II0Ka3aly HapylIeHue B 00pa3yBaHeTo Ha
mumpuu BB3H. HoBoponenn RANK/RANKL knockout Mutiku ca geMoHCTpUpanu HaMaieHo
TEJIECHO TErJI0, IIOHMKEH KOCTEH PacTeX, M3MEHEHHE B PACTEXKHUTE IUIOUKH U JIMIICA HA TIPOOHB
Ha 3601. HamaiteH kocTeH pacTex, H3MEHEHNE B PACTSKHATE TVIOYKH U JIWTICA Ha TPOOUB Ha 3501
ca HaOJII0/1aBaHu ¥ MIPH NMPOYYBAHUS IPU HOBOPOJICHM TUTbX0BE ¢ mpuinokeHn RANKL
MHXUOUTOPH U TE3W MPOMEHH ca OMIIM YaCTUYHO 0OpaTUMH, KoraTo npuioxenneto Ha RANKL
uHXUOUTOpa € Mo npeycraHoBeHo. FOBeHWIHN IpUMaTH, Ha KOUTO € IpWIaraH 1eHo3ymab 2,7
u 15 nbtu Hag knuangyHata excnozunus (10 u 50 mg/kg 103a), UMaT HapyIICHHE B PACTSIKHUTE
wiouky. [lopaau ToBa, Te4eHNETO ¢ AEHO3yMad MOXKe Jja HapyIIN KOCTHHUS pacTexX MpH JAena ¢
OTBOPEHM PACTEKHM TUIOUKU M MOKE J1a TOTUCHE PpOoOMBa Ha 3b0UTE.

6. DAPMALNEBTUYHU JAHHU

6.1 ChucbkK HAa HIOMOIIHHUTE BelleCTBA

Jlenena omerHa kucennHa™

Hatpues xuapokcua (3a kopekuus Ha Ph)*

Copouron (E420)

[Momucopbar 20 (E432)

Bona 3a umxexuuun

* JIpu cMecBaHe Ha OIIETHA KHCETTMHA ¢ HAaTPHUEB XUAPOKCHU ce 00pa3yBa ameraTeH Oydep.
PastBop ¢ pH mexny 5,0 - 5,5

6.2 HecnbBMeCTHMOCTH

[Tpu nurica Ha MpOyYBaHUS 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOAYKT HE TPOBa J1a ce CMecBa C
JIPyTH JIEKApCTBEHHU MPOAYKTH.

6.3 Cpok Ha rogHoct

3 TOOWHN.

Crnen kato ce u3Baay oT xiammiHnka Denbrayce Moxke 1a ce chbXpaHsABa Ha cTalfHa TeMIleparypa
(mo 25 °C) mo 30 muM B opuUTHHATHATA OMakKoBKa. Toi TpsOBa Aa ce M3MOI3Ba B paMKHUTE Ha TO3U
30-1HEBEH MEPUOI.

6.4 CrneuuaJjiH4 yCJIOBHMS HA CbXPAHEHHE

Ja ce cpxpanssa B xnaauiaHuk (2°C — 8°C).

[a He ce 3ampa3siBa.

CroxpansiBaliTe iakoHa B KAPTOHEHATA OMIAKOBKa, 32 Jla Ce MpeJna3d OT CBETINHA.

6.5 Buaucbabp:KaHHE HA ONAKOBKATA

PrnakoH

1,7 ml pa3TBOp BBB (Pi1akoH 3a eAHOKpaTHA yroTpeda (2R mpo3pauno cTekio Tum [) cbe
3amynranka (enacToMep MOKpUT ¢ GIIyopornoIuMep) u oOKaTKa (ATyMUHHI) ¢ OTYYIIBAILO CE

IJIaCTMAaCOBO KaIrra4de.

ButoBe onakoBKH: 0 €IMH WK IO TPH (hIaKoHa.
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6.6. CrnenuajaHu NpeANa3HU MePKH NPH U3XBbPJIsiHe H padoTa

o  [Ipenu npusnoxenne, pa3TBOPHT TPsIOBa a Ce MPOBEPH BU3YAITHO. Pa3TBOPHT MOKe 1a ChIIbpKa
CJI/IH OT MPO3pavyHH 10 OeIM MPOTEHHOBH YacTHIX. He nHkekTupaiite pa3TBopa, ako € MbTEeH
WM C IPOMEHECH I[BST.

e  He pasknamaiire.

e 3a ja ce uzberHe AMCKOMGOPT HA MACTOTO HAa MHIKEKTUPAHE, OCTaBeTe (prakoHa Wiu
MIpeIBapUTETHO HAITBTHEHATA CITPUHIIOBKA J1a IOCTUTHAT CTaifHa TeMIieparypa (1o 25
°C) mpeau MHXKEKTUPAHE U WHXEKTHpaiiTe 0aBHO.

e  TpsbBa na ce MHKEKTHPA IIOTO ChIbpPKaHUE Ha (DIIaKoHa.

e 3ampuiarane Ha IeH03yMab ce mpenophuBa uria 27G.

e lrnara He TpsAOBa Aa ce BHBEXK 12 TOBTOPHO BEB (DIaKoHA.

Heunsnon3BaHuAT TeKapCTBEH MPOAYKT WK OTHAIbUYHUTE MATEPUAITH OT HEro TPsAOBa 1a ce

U3XBBPJIAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. INPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Mabxience Research SL

C/ Manuel Pombo Angulo 28,

28050 Madrid

Ucnanns

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/25/1936/001

EU/1/25/1936/002

9. JATA HA ITbPBO PA3PEIIABAHE/IIOJJTHOBSBAHE HA PABPEHLIEHUETO 3A
YIIOTPEBA

Jara Ha mbpBO paspemaBane: 26 oHu 2025 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha napOpMAaIUs 3a TO3M JIEKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yebcalita Ha EBponeiickara
areHIus 10 JieKkapcTBaTa https://www.ema.europa.eu/.
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NMPUJIOKEHHUE 11
IMPOU3BOAUTEJI(M) HA BUOJIOTNTYHO AKTUBHOTOMTE)
BEHIECTBO(A) 1 TIPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTU/N
YCJIOBUSA NJIN OI'PAHUYEHUA 3A TIOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBUCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUS NJIM OTPAHUYEHNS 3A BESOITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MPOU3BOJUTEJI(M) HA BUOJIOTUYHO AKTUBHOTO(UTE) BEIIECTBO(A)
U MMPOU3BOJUTEJI (M), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MAPTUIN

HmMe u aapec Ha npousBoauTesi(ure) Ha OMOJOTMYHO aKTUBHOTO(HTE) BenecTBo(a)

GH GENHELIX S.A.

Parque Tecnologico de Leon
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Leon, Ucnanus

Hwme u agpec Ha nmpousBoauTesi(MTE), OTTOBOPEH(HN) 32 0CBOOOYKIaBaHE Ha MAPTUINTE

GH GENHELIX S.A.

Parque Tecnoldgico de Ledn
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Ledn, Ucnanus

IleuaTHata THUCTOBKA Ha JICKApCTBCHUA MMPOAYKT Tp}I6Ba Ja CbAbpiKa UMETO U aJipecCa Ha
MMpOU3BOAUTCIIA, OTTOBOPCH 34 0CB060)K,Z[aBaHCTO Ha CbOTBCTHATA MapTHUAA.

b. YCJI0OBUSA NN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlexkapcTBEHUAT MPOIYKT Ce OTITYCKa IO OTpaHIYEHO JIEKapcKo mpeanucanne (Bx. [Ipunoxenue I:
KpaTka xapakTepucTka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPEIIIEHUETO 3A
YIHOTPEBA

. IMepuoauynm akTyanusupanu nokiaaam 3a 6esonactoct (ITA/Ib)

WznckBanusirta 3a monasane Ha [TIAJIB 3a To3u lekapCcTBEH MPOAYKT ca MOCOYEHH B CIHCHKA C
pedepentauTe naty Ha EBponetickus cpio3 (EURD cnmcek), npeasuaeH B wi. 1078, an. 7 ot
HupexrtuBa 2001/83/EO, v BbB BCHUKH CIICIBAIN aKTyalH3alnH, MyOIIMKyBaHU HA €BPONICHCKIUS
yeOropTa 3a JeKapcTBa.

I  YCJIOBUA NJIN OTPAHUYEHUA 3A BE3OITACHA U E@EKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUA ITPOAYKT

. Ilnan 3a ynpasJjienue Ha pucka (ITYP)

[purexaTtensaT Ha pa3pemeHueTo 3a ynotpeda ([IPY) TpsOBa na u3BbpILIBA H3UCKBAHUTE IEHHOCTH U
JIEHCTBHUSA, CBBP3aHU C IPOCIIeasIBaHe Ha JIEKapcTBEHATa O€30ITaCHOCT, IOCOYCHH B of00peHwus [1VP,
npezacraBed B Moy 1.8.2 Ha pa3zpenieHneTo 3a yrnorpeda, KakTo ¥ BB BCUUKH CJICABAIIH 0JJ00pEHH
akTyanuszauuu Ha [TYP.

Axtyanmusupan [IYP tps6Ba na ce momasa:

. 1o uckane Ha EBponelickaTra areHius 1o jekapcrnara;

o BHHAr", KOTaTo ce M3MEHS CHCTeMAaTa 3a yIpaBJiIeHrne Ha PUCKa, 0COOCHO B pe3yiTaT Ha
MoJTy4aBaHe Ha HOBa UH(OpPMAITUs, KOATO MOXKE Ja TOBEJIE 10 3HAYUMU POMEHU B
CHOTHOIIICHUETO TOJI3a/PUCK, WITH CIIE]] TOCTUTAHE Ha BaXKEH eTarl (BbB BPH3Ka C
MpocIIesiBaHe Ha JeKapCcTBeHaTa 0€30ITaCHOCT WIIH CBEX/IaHe Ha PUCKA 10 MHHUMYM).
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L I[OH'I)JIHPITCIIHI/I MEPKH 32 CBECKAaHE HA PUCKA 10 MUHUMYM

[IPY Tps6Ba 1a ocurypu BbBEXKJAHETO HAa HAIOMHSIIIA KapTa Ha MAIleHTa OTHOCHO OCTEOHEKPOo3a
Ha YEIOCTTA.
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NNPUJIOKEHHE 11T

JAHHU BHPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHMUS ITPOAYKT

Denbrayce 120 mg nHXeKIIHOHEH pa3TBOP
JIEHO3yMao

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEL[ECTBO(A)

Bceku dmakon ceappxka 120 mg nerozymab B 1,7 ml pazreop (70 mg/ml).

| 3. CHOUCBHK HA HOMOIIHUTE BEHIECTBA

JIeZicHa OTIETHA KHCEIIMHA, HaTpreB Xuapokcud, copouton (E420), mommcopdar 20, Boma 3a
HHXCKIINU

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

MHKeKMOHEH pa3TBOp
1 ¢akoH 3a eTHOKpaTHA yHoTpeOa
3 ¢uakoH 3a eTHOKpaTHA yHoTpeOa

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEK/IAHE

TTonkoXHO MPUIIOKEHUE
[penu ynorpeba nmpovereTe TMCTOBKATA.
a e ce paskiarma.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsABa Ha MACTO, HEAOCTHITHO 3a AC1IA.

| 7. JIPYTH CHEUMAJIHU MPEJYNPEKJIEHUS, AKO E HEOBXOUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HATOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

ﬂa CC CbXpaHsBa B XJIAAUJIHUK.
I[a HC CC 3aMpa3ssiBa.
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CpraH;{BaﬁTe (bJ'IaKOHa B KapTOHCHATA OIIaKOBKa, 3a Jia CC Npeara3n OT CBCTIIMHA.

10. CHELOMWAJIHU NPEAITAZHA MEPKU IIPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Mabxience Research SL

C/ Manuel Pombo Angulo 28,
28050 Madrid

Ucnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1936/001 —1 ¢urakoH 3a emHOKpaTHA yroTpeoda
EU/1/25/1936/002 —3 duiakoHa 3a €eTHOKpaTHa yHOTpeba

13. HNAPTUJAEH HOMEP

ITaptunen Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

| 16. MH®OPMAILIMS HA BPAILJIOBA A3BYKA

[Ipueto e ocHOBaHME J1a He ce BKIoun nHpopmanus Ha bpaiinoBa az0yka.

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYUSMEPEH BAPKO/{

JByn3mepeH 6apko[ ¢ BKIIOUEH YHUKaJICH HICHTH()UKATOD

‘ 18. YHUKAJIEH MAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. NME HA JIEKAPCTBEHUS ITPOAYKT U ITbT(MII[A) HA BBBEXKJ/IAHE

Denbrayce 120 mg WHXEKITHOHEH pa3TBOP
JIEHO3yMao
s.c.

‘ 2. HAYHUH HA ITPUJIOKEHHUE

‘ 3. JATA HA UBTUYAHE HA CPOKA HA I'OJJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBGEM WJIN EJJUHUIIN

1,7 ml

| 6. JPYTO

31



b. JMCTOBKA
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JIucroBka: HH(pOpMALUH 32 NALHEHTA

Denbrayce 120 mg uH:KeKIIMOHEH Pa3TBOp
neHo3yMab (denosumab)

vT031/1 JIEKapCTBEH MPOIYKT IOAJICKH Ha TOMBJIHUTENIHO HabmoaeHue. ToBa 1e mo3Boian Obp30To
yCTaHOBSIBaHE HA HOBa HH(OPMAaLUs OTHOCHO Oe3omacHocTTa. MoXeTe /1a 1afeTe CBOsI IPUHOC KaTo
ChOOLINUTE BCSIKA HEXXEJIaHa PEaKLUsl, KOATO CTe IOIy4/WId. 3a HAUMHA HA ChOOIaBaHE Ha HEXXEJIaHU
peaKkumu BIKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHMMATEJHO LSJIATA JUCTOBKA, IPEIH 1A 3all04HeTe 1a U3IM0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChIAbP:Ka Ba:kHA 3a Bac nndopmanus.

- 3anaszere Ta3u JUCTOBKA. MOXe J1a ce HaNOXKH J1a sl IPOYETETE OTHORO.

- AKO UMaTe HIKaKBH JOMBIHUTEITHA BRITPOCH, TIOTIMTalTe Bammus ekap, papMmameBT
WM MEJIMLIMHCKA CEeCTpa.

- ToBa nekapcTBO € mpeanucano JIu4Ho Ha Bac. He ro npeorcrrnBaiite Ha npyru xopa. To
MOJKe J1a UM HaBpeaH, HE3aBUCUMO Y€ MPU3HAINTE Ha TSIXHOTO 3a00JIIBaHE ca CHIUTE KaTo
Bammre.

- AKO NIONTyYHUTe HAKAKBH HEXKEJIAaHU peaKkluy, yBeaoMeTe Bamus ekap, papmarieBt niu
MEIUIMHCKA cecTpa. ToBa BKIIOYBA U BCUYKU Bb3MOKHU HEKETIAHU PEAKLIUH,
HEOITMCAHM B Ta3H JHUCTOBKA. BukTe Touka 4.

- Bamust nekap e Bu najie HanmoMHsIIa KapTa Ha MAllMEHTa, ChAbpKalla BaXKHa
nH(pOpMAIHI BBB Bph3Ka ¢ 0€30MaCHOCTTA, C KOSITO TPSOBA JIa CE 3aII03HACTE MPEIU U I10
BpeMe Ha JieueHueTo Bu ¢ Denbrayce.

Kakso CbhAbpPiKa Ta3u JINCTOBKA

Kaxso npezacrasmsisa Denbrayce u 3a KakBO ce H3M0JI3Ba
KakBo Tpsi0Ba n1a 3HaeTe, npenu Aa usnonssare Denbrayce
Kak na uznonssare Denbrayce

BBb3MoxHH HEeXellaH! peakiun

Kak na cexpanssare Denbrayce

ChabpikaHue Ha OTIAKOBKATa U JIOIBIIHUTEITHA UH(POpMAIHS

Sunbkwbd—

1.  Kakso npeacrasasia Denbrayce u 3a kakBo ce H310/13Ba

Kaxso npeacrasasiBa Denbrayce u kak geiictBa

Denbrayce cpappika neHo3ymMa0, 0enThk (MOHOKIIOHATHO aHTHTSIIO ), KOHTO JEHCTBA ¢ TIe
HaMaJsBaHe pa3pylIaBaHETO Ha KOCTUTE, IPHYMHEHO OT PaK, KOWTO ce pa3poCcTpaHsBa B
KOCTHTE (KOCTHH METacTa3n) WM OT TUTAaHTOKJIEThUEH TYMOp Ha KOCTTA.

Denbrayce ce u3nossa Ipy Bb3pacTHU IALUEHTHU C HAIPEIHAII paK 3a IPel0TBpaTsBaHe Ha
CEpUO3HU YCIO0XHEHUS, MPUUYNHEHN OT KOCTHM METacTasHy (HaIlp. CuylBaHe, IPUTHUCKAaHE Ha
rpbOHAYHUS MO3BK WIIM HEOOXOAMMOCT OT JIbUETEPAITUS UM XUPYPTUYHO JICUCHHUE).

Denbrayce ce u3mnosn3pa chIIo 3a JICUCHUE HA TUTAHTOKJIETHYCH TYMOP Ha KOCTTa, KOWTO HE MOXKE
Jla ce JIEKyBa C OIepallys MM KOTaTo OlepalusTa He € Hall-moOpust BApHAHT, TIPU BH3PACTHU U
FOHOIIM, YANUTO KOCTH €a 3aBbPUIMINA CBOS PACTEK.

2. KaxBo TpsiOBa 1a 3HaeTe, npeau aa usnoJsssare Denbrayce

He u3noasBaiite Denbrayce

- aKo CTE aIeprUYHH KbM JCHO3yMa0 MK KbM HAKOS OT OCTAHAIUTE ChCTABKH HA TOBA
JIEKapCTBO (M30pOCHU B TOUKA 6).
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Bammusar JICKap HiAMa Ja Bu IIPUIIOKHN Denbrayce, aKO MMaTe MHOTO HUCKO HMBO Ha KaJIlHil B
KpbBTa, KOCTO HEC € oumno JICKYBAHO.

Bammsar nexap usima n1a Bu npunoxxu Denbrayce, ako nmare He3apacHalld paHd OT
CTOMATOJIOTHYHA MIPOLeypa WK ONepalys B yCTHATA KyXHHA.

Ilpenynpesxaenus U NpeanasHu MepKH
I'oBopeTe ¢ Bamms nexap, mpeau aa usmonssare Denbrayce.

JIoOaBKHU ¢ KAIUUK U BUTAMUH D

Bue Tps6Ba na npuemare 100aBKH ¢ KaJIMii 1 BUTaMUH D, 0KaTo ce JiekyBaTe ¢ AeH03ymao,
OCBEH aKO HMBOTO Ha KaJIIWK B KpbBTa Bu € Bucoko. JlekapsaT me ro 06¢hau ¢ Bac. Ako HUBOTO
Ha KaJIIUH B KpbBTa BU € HUCKO, JIeKapsIT MOke Aa peu 1a Bu pane no0aBku ¢ Kajiuii, Ipeau 1a
3arovHete Jiedenne ¢ Denbrayce.

Hucku HUBa Ha KaJlUil B KpbBTA

Mo, kaxxeTe He3a0aBHO Ha Bamust nekap, ako nMarte cra3Mu, MOTPENBaHMsI WA KpaMITh Ha
MYCKYJIUTE, /UK U3TPBIIBAHE WIN MpaByUKaHE Ha IPHCTUTE HA PBLETE, KpaKaTa UK OKOJIO
ycTaTa W/Wii rbpuoBe, 00bPKAHOCT WIH 3ary0a Ha Ch3HAHUE, JOKATO Ce JIEKyBaTe C JEHO3yMal.
Moxe a MaTe HUCKY HHBa Ha KallWi B KPHBTA.

br6peuHo yBpexxaaHe

TpsabBa na kaxxete Ha Bamus inexkap, ako uMaTe Wi CTE UMaJN TeXKH OBOpedHH mpobiemu,
0BOpedHa HEIOCTATHYHOCT, MIIH CTE€ UMK HY)KJa OT XeMOJHaIN3a, KOUTO MOTaT Jia yBeInyar
PHCKa OT TO5IBa HA HUCKU HMBA HA KaJILUH, 0COOEHO aKo He MOydaBaTe JOOaBKH C KA.

[pobaemu ¢ ycTata, 350UTE HIN YEMIOCTTa

Hesxenana peakius, HapeueHa OCTEOHEKPO3a Ha YeTI0CTTa (KOCTHO yBPEXkK/IaHe Ha YEIF0CTTa), Ce
cho01aBa yecto (Moxke n1a 3acerse 0 1 Ha 10 qymin) mpu marueHTH, MoTyYaBali HHKEKITUH
JIeH03yMab 3a CBbP3aHH C pak 3a0oisBaHus. OCTEOHEKPO3a Ha YEII0CTTa MOXKE Jia Ce MOSBU
Clle]l CITUpaHe Ha JICYCHUETO.

BaxxHo € 1a ce HampaBH ONHMT 32 MPEJOTBPATABAHE PA3BUTHUETO HAa OCTCOHEKPO3a Ha YEINIOCTTa, Thil
KaTo TOBa MOXeE Ja € 00JIE3HEHO ChCTOSTHUE, KOSTO MOXKE Jla Ce OKaXKe TPY/IHO 3a JieueHue. Mma
HSIKOH TIpEAITa3HA MEPKH, KOUTO TPIOBa Ja mpeanpreMeTe, 3a a ce HaMalld pUCKBT OT Pa3BUTHE
Ha OCTEOHEKPO3a Ha YeJF0CTTa:

o [Ipenu na 3amovHeTe JICUEHUETO, yBeJOMeTe Baius nekap/MeTUIIMHCKA cecTpa
(METUITMHCKY CIICIUAIIUCT ), aKO UMATe HAKAKBH MTPOOJIEMU ¢ ycTaTa Win 350uTe. Bammsr
JIeKap IIe OTIIOXKHM HaYalloTO Ha JieueHueTo By, ako nmaTe HezapacHaJ M paHH B ycTaTta OT
CTOMATOJIOTHYHH TIPOIIeTypH MM OTlepanys B yCTHATa KyXHHA. Bammsar iekap Moxe 1a
MpernopbhYa CTOMATOJNIOTUUCH MPETJIC] MPEIN Ja 3al0YHETE JICYCHUE C IEHO3YMao.

o Jlokaro ce nekyBare, TpsIOBa Jla MOAAbPKATE J0Opa yCTHA XUTHEHA U JIa CE MO/IJIaraTe
Ha peJOBHU CTOMATOJIOTHYHHU IIperjieu. AKO HOCUTE MPOTe3H, TpsiOBa ia cTe
CUTYDHH, Y€ T€ MPUJIIATAT MPaBUITHO.

o AKO CTe MOJII0KEeHH Ha CTOMATOJIOTMYHO JiedeHue Wi Bu mpencTon cTOMaTOIOTHYHA
omepariys (Harp. U3BaKIaHe Ha 360), Kaxkere Ha Barus nekap 3a Bameto
CTOMATOJIOTUYHO JICYCHUE U YBEAOMETE 3b00JICKapsl CU, Y€ Ce JICKyBaTe ¢ JICHO3yMao.

. Ceopikere ce ¢ Bamms nekap u 3p005ekap He3a0aBHO, aKO UMaTe IPOOJIEMH ¢ ycTaTa
WM 360WTE, HAalpUMeEp pa3KiIaTeHH 3601, O0JIKa WM OTOK, He3a3IpaBsBaIld S3BH WITH
CEeKpeIHsl, Thii KaTo TOBa MOJKE JIa ca IIPU3HAIIM Ha OCTEOHEKPO3a Ha YEeNIOCTTA.

HpH MNanrueHTU, NOMJIOKCHU HA XUMUOTCPAITU W/WIH JpUCTCpanus, npueMalu CTCponan Ui
AHTHAHTUOT'CHHU JICKAapCTBa (I/I3HOJ'I3BaHI/I 3a JICYCHHC Ha paK), IMOAJIOXKCHH Ha CTOMATOJIOTHYHa
ornepanusa, KOUTO HE 110JIydaBaT pEAOBHU CTOMATOJIOTUYHU IIPErjIeaAnu, UMaT 3a00JI9BaHe Ha
BCHIUTC WJIM Ca IMyHIa4Yu, MOXKC 1a MMa MMO-BUCOK PUCK OT PA3BUTUC HA OCTCOHCKPO3a Ha
YCIIOCTTA.
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HeobOunuatinu dpaktypu Ha OeipeHaTa KOCT

[Ipu HsKOM XOpa MOTarT Jia ce MOSBAT HeoOuUalHu GpakTypu Ha OeipeHara KoCT, JOKATO Ce JICKYBaT
¢ neHo3ymab. Cebpxere ce ¢ Bamus yekap, ako MoJydyuTe HOBa WM HeoOWuaiiHa Ooika B
Tazo0eqpeHaTa craBa, ClIaOMHNTE WU OepoTo.

Brcoku HMBa Ha KaNIMii B KPBBTA CJIE CIMpaHe Ha JedeHneTo ¢ Denbrayce

Hsixou manueHTH ¢ TUTaHTOKJIETHYEH TYMOpP Ha KOCTTa ca pa3BUIIM BUCOKM HUBA Ha KaJILUN B
KpBBTa CSAMMITH IO MECEITH CJIe]] CIpaHe Ha JieueHneTo. Bammsar nexap me Bu Habmrogasa 3a
HpI/ISHaHI/I U CUMIITOMHU HAa BUCOKH HUBA Ha KaJIIIPlﬁ, cJea KaTto CTe cnpeJm aa HpI/IeMaTe
JIEeHO3yMao0.

Jlena u 1oHOIIM

Denbrayce He ce npernopbs4Ba Ipu Jella U FOHOIIH Ha BB3PAacT 1Mo 18 ToAuHu, ¢ U3KITI0YCHNUES Ha
IOHOIIIM C TUTAHTOKJIEThUEH TYMOpP Ha KOCTTA, YAUTO KOCTH Ca 3aBBPIIUIHA CBOS PACTEK.
YrorpebaTta Ha 1eHO3yMal TpH Jera | FOHOIIH C IPYTH BUIOBE PaK, KOMTO Ce pa3MpOCTpaHsIBa B
KOCTHUTE, HE € MPOyUICHa.

Jpyru aexkapcra u Denbrayce

TpsabBa na kaxxere Ha Bamms nexap wim gpapmarieBT, ako IpuemMare, HaCKOpo CTe PUEeMaNy HITH
€ Bb3MOYKHO J]a IpyueMare ApyTH JiekapcTBa. ToBa BKIIOUBA JEKapCTBa, OTITyCKaHU Oe3 perenTa.
Ot romsiMo 3HaueHHe e Aa choOIunTe Ha Bamms nekap, ako ce JeKyBare C:

o JIPYTO JIEKapCTBO, ChIBPKAIIO A€HO3yMa0;

o oudocdonar.

Bue He Tpsi6Ba 1a npuemare Denbrayce eTHOBpeMEHHO C APYTH JIEKapPCTBA, ChABPIKAIIHU JCHO3YMa0
i oudocdoHarty.

BpemMeHHOCT 1 KbpMeEHe

Denbrayce He e U3nUTBaH Mpu OPEMEHHU JKEHU. AKO CTe OpeMeHHa, CMSTaTe, 4¢ MOXKE JIa CTe
OpeMeHHa WK TUIaHupaTe OpeMEeHHOCT, TOChBeTBaiiTe ce ¢ Bamus nekap npemu ynotpedara Ha
TOBa JIeKapcTBO. He ce mpenopruBa ynorpedara Ha AeHO3yMa0, ako cte OpemenHa. JKeHu ¢
JISTEPOJICH IMOTSHIIMA TPSAOBa Jla U3MOI3BaT €PEKTHBHU METO/U 32 KOHTPAIEIIVsI, JOKATO Ce
JIEKYBaT ¢ IcHO3yMab U 3a Hali-MaJIko 5 Mecela clie/i ClUpaHe Ha JICYSHHETO ¢ ICHO3yMao.

Axo 3abpemeHeeTe 110 BpeMe Ha JICYCHHUE € ICHO3yMal WK [T0-MaJIKO OT 5 Mecelia Cile/l CIIupaHe
Ha JICYEHHETO C ICHO3yMal, Mo, yBegoMeTe Bamus ekap.

He e u3BecTHO naim neHo3ymab ce oTaens B KbpMara. BaxkHo e ma kakere Ha Bammms jiekap, ako
KbpPMUTE WIH IIJIaHUPATE Ja KbpMUTE. Bamusar nekap me Bu nomorse aa pemmre ganu 1a
MPEYCTaHOBUTE KbPMEHETO, WIIH JIa MPEKhCHETE MPUIIOKEHUETO Ha JICHO3yMal, KaTo ce B3eMaT
MIPEIBU/ IT0J13aTa OT KEPMEHETO 3a JeTEeTO U MoJI3aTa OT IeHO3yMal 3a MalKara.

AKo KbpMUTE TI0 BpeMe Ha jiedeHue ¢ Denbrayce, mosi, yBenomere Bamms nekap.
ITocwBeTBatiTe ce ¢ Bamms nexap uimu GpapmaiieBT mpean ynmorpedara Ha KOETO U J1a € JIEKapCTBO.
Ilodupane u padora ¢ MaIIMHUA

Denbrayce He NOBIHsIBA MJTH TTOBJIHSBA IPEHEOPEIKMMO CIIOCOOHOCTTA 32 1o upane u pabora ¢

MalllHH.

Denbrayce chabpika copouTos
Toga siekapcTBo chabpxka 78 mg copouroin (E420) BbB Bceku (1akoH.

Denbrayce chabp:ka HaTpuid
ToBa iekapcTBO ChIbpIKa MO-Majiko oT 1 mmol Hatpuit (23 mg) Ha no3a 120 mg, T.e. MOXKe Ja ce

Kaxke, 4e MPaKTHYECKH He ChIbpKa HATPHH.
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Denbrayce cbabpaxa nonucopdar 20 (E432)

Toga nekapctBo chabpika 0,17 mg nomucopbat 20 (E432) BB Bceku (piiakoH, KOUTO Ca CKBUBAJICHTHH
Ha 0,1 mg/ml. [TonrcopbaTuTe Morat 1a NPUUMHAT AJIeprHYHH peakuuu. TpsoBa aa kaxere Ha Bamus
JIeKap, ako UMaTe YCTAaHOBEHH aJIepTHH.

3. Kaxk na uznonssarte Denbrayce
Denbrayce TpsiOBa n1a ce npuiiara moj; pbKOBOACTBOTO Ha METUITMHCKH CIIEIIHAITUCT.

[Ipenoprunrtennara go3a Denbrayce e 120 mg, npuioxkeHa BeAHbXK Ha BCEKU 4 CEMHUIINA KaTo
eIHOKpaTHA WHKEKIIHA IO KokaTta (TokoxHo). Denbrayce ce nmxektupa B 6e1poTo, kopema
WJIM MUIIHKIATa. AKO ce JIEKyBaTe 3a TMTaHTOKJIEThYEH TYMOp Ha KOCTTa, I1I€ TOIy4IHuTe
JOITBJIHUTEINHA J103a | ceaMuIia u 2 ceAMHLIM ciiell ITbpBaTa J103a.

He pasknamaiire.

TpsbBa chI0 Ja MpreMare 100aBKK ¢ Kajluii 1 BATaMKUH D, IOKaTO CTE Ha JICYCHHUE C
JIEHO3yMa0, OCBEH aKO HAMATE MOBUIIICHO KOJMYECTBO KKK B KpBBTA. BamusT rekap e
00cwau ToBa ¢ Bac.

AKO MMaTe HSIKaKBY JIOIBIHUTEIHN BBIIPOCH, CBbP3aHU C yIOTpebdara Ha TOBA JIEKapCTBO,
nonuTaiTe Bamms nekap, papMareBT WM MEIUITTHCKA CECTpa.

4. Bb3MoKHM HeKeJIaHU peakIun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKE Jia MPEAN3BHKA HCKCIIAaHU pCaKIINU, BBIIPEKU Y€
HE BCCKU I'l ITIOJTy4aBa.

Moust, kaxkeTe He3a0aBHO Ha Bamnusi 1ekap, ako pa3BHETE HIKOW OT TE3U CUMIITOMH, JIOKATO CTE Ha
nedenue ¢ Denbrayce (Moxe aa 3acernar noseue ot 1 Ha 10 qymmm):
o Cra3MH, MOTPETBAHMUS, KPAMITA HA MYCKYJIUTE, U3TPBIIBAHE WM MPaBYUYKaHE Ha MPBCTHTE

Ha phIIeTe, KpaKaTa WIIA OKOJIO YCTaTa |/WIIA I'bpUYoBe, 00BPKAHOCT WITH 3aryda Ha

cb3Hanue. ToBa MoXke Ja ca IIpyu3Halu Ha HUCKH HUBA Ha KaJ'IIII/Iﬁ B KPBbBTA. Huckusrt

KaJIIWii B KPBBTA MOKE J1a JIOBEC JI0 TPOMSHA B ChPJICYHUS PUTHM, HApEUEHA YIbJKaBaHE

Ha QT uHTEpBana, KOeTo ce BKAa Ha enekTpokapauorpama (EKD).

TpsoBa 1a KaxeTe He3a0aBHO HAa Bamms jekap u 3p00/1€eKap, aKo MOTyYUTE HIKOU OT TE3U
CHMITTOMH, JJOKATO CTE Ha JICUCHHUE C JCHO3yMald UK CIie] CIIMPaHe Ha JICYeHHEeTo (MOXe Ja 3acerHar
1o 1 ma 10 mymm):
o TpaiiHa 0OJIKa B ycTaTa M/HiIi YeI0CTTa H/WIH OTOK, WIIM He3a3/[paBsBallld s3BU B ycTaTa

WJIH YEITFOCTTA, CEKPEIUsl, CKOBAHOCT WJIM YYBCTBO HA TEXKECT B UCIIOCTTA, WM Pa3KiIallaHe

Ha 360 MOXeE Jla ca MPU3HALM Ha KOCTHO YBPEKAaHE Ha YEMOCTTa (OCTECOHEKPO3a).

MHOTr0 YyecTH HeKeJaHU peakuuu (MoXe fa 3acerHar noseue ot 1 Ha 10 mymmm):

o 00JIKa B KOCTUTE, CTABUTE W/UJIM MYCKYJIMTE, KOSITO MOHSKOTA € CHUITHA,

J 3a/1yX,

o Tapusl.

YecTu He:keNaHU peaknuu (Moxxe 1a 3acerHart 1o 1 va 10 gymm):

o HUCKH HHBa Ha ocdatu B KpbBTa (xunodocharemus),

. najgafe Ha 350,

o 0OMITHO M3IIOTSBaHE,

o TIPH TAIIMEHTH C HAIIPEeTHAIO OHKOJIOTHYHO 3a00JIsIBaHe: pa3BUTHE HA Jipyra ¢popMa Ha pak.

HeuecTn Hexesanu peakuun (Moxe 1a 3acernar a0 1 Ha 100 xymm):
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o BHCOKH HMBA Ha KaJIIMI B KPBBTA (XUIEPKAIIHMEMHU) ClIe/ CIIUpaHe Ha JIEYCHUETO
IIPY MALMEHTH ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTA,

. HOBa MJIM HeoOHWYaiiHa 0oJKa B Ta3o0eapeHara craBa, ciabuHuTe uin 6eapoTo (ToBa MOXKe
Jla € paHeH NPpU3HAK Ha Bb3MOXKHA (PpakTypa Ha OelpeHaTa KocT),
. 00puB, KOWTO MO>KE [1a C€ MOSIBY 110 KOXAaTa, WK SI3BH B yCTaTa (JINXCHOUIHH

JIEKapCTBEHU PEAKIIHH).

Penku He:kenanu peakuuu (Moxe aa 3acersat o 1 ga 1 000 gymm):

o aJIePrUYHY peakIiuy (Hamp. XPUIIOBE WK 3aTPYAHCHO TUINAaHE; MOAyBaHe Ha JUIIETO,
YCTHHTE, €3UKa, I'BPJIOTO WK IPYTH YaCTU Ha TSUIOTO; OOPUB, CHPOEK HITH YPTUKAPHSI O
KoxkaTa (KOIIpHUBHA Tpecka)). B peaku cirydan amepruaHUTe peaKIiuK MOXE J1a Ca TEKKH.

C Heu3BecTHA YecTOTA (OT HATMYHHUTE JAHHU HE MOXKeE /1a ObJic HalpaBeHa OLeHKa):
. roBopere ¢ Bammus nekap, ako umare 00JIKa B yXOTO, CEKPET OT yXOTO W/UIN HHPEKIHS
Ha yxo0T1o0. ToBa MOXXe /1a ca IpU3HalK Ha yBPeXJaHe Ha KOCTUTE Ha yXOTO.

Cpo01IaBaHe HA HeXKeJAHU peakunu

AKO IOJIy4HTe HAKAKBU HEXKEJIaHM JIEKAPCTBCHU peakiuy, yBenomere Bamms nexap nnn
Q)apMaueBT. ToBa BKIIIOYBa BCHYKH Bb3MOKHH HEOITMCAHH B Ta3H JUCTOBKA HEXKEJIaHU PCaKIuu.
MoxeTe chIIo Aa ChOOIINTE HEXKENAaHH Peaklui AUPEKTHO Ype3 HallMOHATHATA CHCTEMa 3a
cbobmiaBane, mocouena B lpunoxenue V. Karo crobmasare HexenaH! peakiy, MOXXeTe 1a
JlaZieTe CBOS IPHHOC 3a MOJTyYaBaHe Ha 1oBede HH(POPMAIs OTHOCHO 0€30MacHOCTTa Ha TOBA
JIEKapCTBO.

5. Kak n1a cbxpansiBate Denbrayce
Ja ce cpxpaHsiBa Ha MACTO, HETOCTHITHO 32 JIETIa.

He usnon3Baiite ToBa JIekapCTBO CIIE CPOKa HAa TOTHOCT, OTOEISA3aH BhPXY €TUKETa U KapTOHEHAaTa
OMAaKoBKa, ChOTBETHO cnen ,,EXP” u ,,['onen n0:”. CpokbT Ha TOMHOCT OTIOBaps Ha MOCJIEIHUS JCH OT
MMOCOYCHUS Mecell.

[a ce cpxpansiBa B xsaguiauk (2 °C — 8 °C).
[a He ce 3ampassBa.
CoxpaHnsBaiiTe (riakoHa B KApTOHEHATa OIIAKOBKA, 32 [1a Ce IPEAIa3u OT CBETJIMHA.

D1aKOHBT MOXKE J1a C€ OCTABM U3BBHH XJIAJAMIIHUKA 32 JOCTUTAHE Ha CTaliHa Temmeparypa (10
25°C) mpenu mHKeKTUpaHe. Toa Ie HalpaByu WHHXKEKTHPAHETO TO-MaIKo HeTpuATHO. Cliel KaTo
(hTaKOHBT € OCTaBEH J1a JOCTUTHE cTaiiHa Temiieparypa (o 25 °C), Toii TpgaOBa 1a ce U3Moi3Ba B
pamkute Ha 30 qHU.

He n3xBbpiidiiTe JlekapcTBaTa B KaHAIW3AKATA WIIM B KOHTEHHEPA 3a JOMAIIHU OTHAIbBLH.
[MomuTaiite Bamms gapmaneBT Kak ga H3XBBPJIATE JIEKapCTBaTa, KOUTO BeUe He M3Mnon3Bare. Te3u
MEpPKH 1€ CIIOMOTHAT 3a OIIa3BaHe HA OKOJIHATA CPEeAa.

6. C"b}l”bp)RaHI/Ie Ha OIMMaKOBKaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakgpo cbabpxa Denbrayce

- AKTHBHO BelecTBO: AeH03ymMa0. Beeku dnakon chabpika 120 mg nenozymad B 1,7 ml
pa3tBop (crorBercTBamio Ha 70 mg/ml).

- Jlpyru cheTaBKU: JIefieHa OlleTHA KUCEMHA, HaTPUEB XUuApokcu, copouro (E420),
nosmmcopbar 20 (E432) 1 Boga 3a HHKEKITUH.

Kaxk u3rsnexaa Denbrayce u kakBo cbIbp:Ka ONAKOBKATA
Denbrayce e HHXEKIIMOHEH Pa3TBOP (MHKEKIINS).
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Denbrayce € 6I/ICT’Bp, 663HB€TCH A0 XBITCHUKAB pa3TBOpP. Moxe na ChbAbpiKa CJICAU OT

npo3pavyHu 10 oenn qacTUuIu.

Bcska omakoBka CbAbpiKa €IUH UJIN TPpU (I)J'IaKOHa 3a €AHOKpAaTHa yHOTpe6a.

He Bcwuku BHIOBE ONMAKOBKY MOTAT J1a Ob/IaT IIyCHATH Ha Ta3apa.

IpuTe:kaTes HA pa3pellIeHHETO 32 yOTPeda
Mabxience Research SL

C/ Manuel Pombo Angulo 28,

28050 Madrid

HUcmanus

IIpousBoguTea

GH GENHELIX S.A.
Parque Tecnologico de Leon
Edificio GENHELIX
C/Julia Morros, s/n
Armunia, 24009 Leon
Hcnanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLU/IH OTHOCHO TOBa JICKAPCTBO, MOJIs1, CBBPIKETEC CC C JIOKATTHUSA

NpeICTaBUTEN Ha MPUTEKATEIS HAa Pa3pellieHHETO 3a yrnoTpeda:

Belgié¢/Belgique/Belgien
Mabxience Research SL
Tél/Tel: +34917 711 500

buarapus
EGIS Bulgaria
Ten.: +359 2 987 60 40

Ceska republika
EGIS Praha, spol. s.r.o.
Tel: +420227 129 111

Danmark
Medical Valley Invest AB
TIf: + 46 40 122131

Deutschland
Heumann Pharma GmbH & Co. Generica KG
Tel: +49 911 4302 0

Eesti
Mabxience Research SL
Tel: +34 917 711 500

EALGOa
ELPEN Pharmaceutical Co. Inc
TnA: +30 210 6039326-9

Espaia
Mabxience Research SL
Tel: + 34917 711 500

France
Laboratoires Biogaran

Lietuva
UAB EGIS Lithuania
Tel: +370 5231 4658

Luxembourg/Luxemburg
Mabxience Research SL
Tél/Tel: +34917 711 500

Magyarorszag
Egis Gyogyszergyar Zrt.
Tel.: +36 1 803 5555

Malta
Mabxience Research SL
Tel: +34917 711 500

Nederland
Medical Valley Invest AB
Tel: + 46 40 122131

Norge
Medical Valley Invest AB
TIf: + 46 40 122131

Osterreich
Mabxience Research SL
Tel: +34 917 711 500

Polska
Egis Polska sp. z 0.0.
Tel.: +48 22 417 92 00

Portugal
Mabxience Research SL



Tel: + 33 (0 800 970 109

Hrvatska
CORAPHARM d.o.o.
Tel: +385 1 4870688

Ireland
Mabxience Research SL
Tel: +34 917 711 500

Island
Mabxience Research SL
Simi: +34 917 711 500

Italia
Medical Valley Invest AB
Tel: +46 40 122131

Kvmpog
Mabxience Research SL
TnA: +34917 711 500

Latvija
Egis Latvia SIA
Tel: + 676 13859

Tel: +34 917 711 500

Roménia
Egis Rompharma SRL
Tel: +40 2141200 17

Slovenija
CORAPHARM d.o.0.
Tel: +385 1 4870688

Slovenska republika
EGIS SLOVAKIA spol. s r.0.,
Tel: + 421 2 3240 9422

Suomi/Finland
Medical Valley Invest AB
Puh/Tel: + 46 40 122131

Sverige
Medical Valley Invest AB
Tel: + 46 40 122131

JlaTa Ha mocJeHO MpepasrJiex/aaHe Ha JUCTOBKaTAa
JApyru u3touHuiu Ha uHopmanus

[onpobua nHpopMalus 3a TOBa JEKapCcTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIys 1o JIeKapcTBaTa: https://www.ema.europa.eu.

ITocodenara mo-m10:1y HHGOpPMaIHUs € IpeIHa3HaYeHa CaMO 3a METUITNHCKH CTICIIHAJIICTH:

o [Ipenu npunoxenue pa3TBopbT Denbrayce Tpsi6Ba 1a ce mpoBepu BU3yanHo. Pa3TBOpBT Moke
Jia ChABpIKa cIey OT PO3pavHu 10 Oelii IPOTEMHOBY YacTul. He nmxekTHpaiiTe pa3TBopa,
aKo0 € MbBTEH, C IMPOMEHEH LBAT WM aKO ChABPKAa MHOTO YAaCTHLIX WM Yy>XIW BUAUMHU

YaCTUIIH.

o He pasknamaiire.

o 3a na ce n3berae AMCKOM(pOPT HA MACTOTO Ha MHKEKTHpPaHe, OcTaBeTe (prakoHa Ja
JOCTHTHE CTaiiHa Temmeparypa (1o 25°C) npeau HHKEKTHpaHe U HMHXEKTUpanTe OaBHO.

. Tps0Ba 1a ce MHXXEKTUPA LSUIOTO ChABPKAHUE Ha (IIaKOHa.

. 3a mpunarade Ha AeHo3yMal ce npenopbuBa uria 27G.

. Urnara He TpssOBa 1a ce BbBEXk/Aa IOBTOPHO BHB (IaKOHA.

Hewnsnon3Banust IMPOAYKT HUJIN OTIIAABbYHUTE MAaTCpUaIN OT HETO TpH6Ba Ila C€ U3XBBPJIAT B
CBbOTBECTCTBUC C MCCTHUTC U3HMCKBAaHUA.
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