KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA
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100 mg ¢rakoH
Beexku ¢uakoH chaspia 100 mg asargsTHIHH (azacitidine). Cnen pasTBapdHe BCEKM MITAIHTHD
CYCHiEH3HA ChIAbPXa 25 mg a3alTHRHH.

150 mg dbnakon
Bcexkn quiakoH chabpxka 150 mg asaluTHIMH (azacitidine). Cnen pasTBapsHC BCEKH MWTHINTLP
CYCIIEH3HA CHABPKA 25 mg asalTHINH.

3a ITRJIHME CITHCHK HA TIOMOIHHTE BEIECTBA BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

TTpax 3a HIDKCKIMOHHA CYCTICH3HA

Ban nHohHIH3HpaH JIpax.

4. KIAHAYHHA TAHHH

4.1 TepaneBTHYHH NOKA3AHH

ASRIMTHIHH © NOKa3aH 33 JedeHHe Ha BB3PacTHH MANMCHTH, KOHTO HE ca TIOAXOAAIH 34

TPaHCIJIAHTAIAS HA XEMOIOSTHIHH CTBOJIOBH KIICTKH (Haematopoietic stem cell transplantation,

HSCT), c:

. MMEIONHCIUIACTHIHA cHEApoMu (Myelodysplastic syndromes, MDS) ¢ MexxaMHeH-2 H BHCOK
PHCK cTiopel MexIyHapoAHaTa MpOTrHOCTHYHA TOMKOBA cicreMa (International Prognostic
Scoring System, IPSS),

. XPOHWIHA MHEJIOMOHOLHTHA JICBKEMHAA (Chronic Myelomonocytic Leukaemia, CMML) ¢ 10-
20 % KOCTHOMOZELYHM 61aCTH 663 MAENONPOI(EPATHBHO HAPYIICHHC,

¢ ocTpa MHCIOHAHA JieBKeMMA (Acute Myeloid Leukaemia, AML) ¢ 20-30 % OnacTH H
MyJTTIIHHelHa TUCILUIA3HA CTiopell KiacHQHKAUMATa Ha CpeTOBHATA 3ApABHA OpPraHW3aIHA
(C30), |

. AML ¢ > 30 % KOCTHOMO3B4HHE 0JacTH criope] KIacHpHKaIp|sTa Ha C30.
42 Jlo3mpoBKa H HAYHH HA NPHI0KCHHE

JleueHHETO ¢ a3aUMTHNHN TPAOBA Aa ce 3amo4Ba ¥ NPOCICAABA MTOA HaOMOACHKETO HA JIEKAp C OIHT B
NpHIaraHeTo Ha XMMHOTepaleBTHIHN CPE/ICTBa. TampenTrTe TpaGea Aa NMOXy4aT NpeMEIHKALHA C
AHTHEMETHITH CpENYy rajicHe H MOBPBUIAHE.

O3HPOBKA . AR
IIpenoprupanara HAYaTHA 5032 32 HPBHA WHKDA HA JICICHHC 34 BCHIKH NAgiCRpey BiQnl
HIXOXHUTE CTOMHOCTH Ha JnaGopaTopHHTE XCMATOJOrHYHH MOKA3ATE/H / 2
NOBBPXHOCT, HEDKEKTHPAHHM JIOAKOXKHO BCEKXH ACH B IIPOLIDKCHHC Ha 7 1HH, 4%
Ha OYHBKA ¢ MPOABLDKATENHOCT 21 AlM (28-1HeBeH UKDl HA JICYCHNE).
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IIpenopbyBa ¢ NALMEHTHTE 13 &BAT OJIOYKEHH Ha MHHHMYM 6 NedeGHH IHKHIA. Jleuenrero TpabBa

A4 c¢ NMPOABIDKABA, NOKATO MALMCHTHT MpogHDKABA 713 HMA IOJ33 OT HEro WM J0 TpOIrpecHd Ha
3300 19BAHETO.

[ampenrrre Tpabsa ja OBIAT CHENEHH 33 XEMATOJIOIHiCH otrosop/TokcuanocT H OpOpedna
TOXCHYHOCT (BXK. TouKa 4.4); BE3MOXKHO € Jia Ce HaloXkKk OT/iaraHe Ha HAYaQJI0TO Ha ClieBallvA IHKBI
I HaMAJIABayge Ha A03aTa, KAKTO € ONMHUCaHO 110-10Y.

Jlabopamopruu mecmoge

[Ipeam 3anoupaHe HA TepamusTa H IPEfH BCOKH neuedeH IMKBA TpibBa Zia ce ONpeACHAT
YHKLHOHAIHHTE SEPHOAPOOHH MOKA3ATENH, CePyMHHA KpeaTHHHH H cepyMHus OuxapOoHar. Ilpemu
aamovYBaHE H4 TeparmsTa TpabBa 1a ce HANpPABH ITBIHA KPbBHA KApTHHA, KaKTO M TpH HYXIa 33
Nnpoc/ieJIBaHe HA OTTOBOPA H TOKCHYHOCTTA, HO Haii-ManKo Npe| BCekH JiedeOeH IHKEIL

Kopuzupare na 03ama nopady XeMamonoZuiHa moKCuirocm

XeMaTONOTHYHATA TOKCHYHOCT ce AedwuEMpa Karo Hai-Huckusi Opod KPEBBHH KICTKH (uapup),
NOCTHTHAT TpW AajeH IMKLJ, ako TpomGompmare ca < 50,0 X 10°/l wwm abcomorrmaT Opoi
uneyrpodunn (ABH) e < 1 x 10°/1.

B3CTAHOBABAHETO ce Ae(MHMpA KaTo yBeJIHIaBaHe HA KNSThYHATA JIHHHA (JTHHHMH), TIPH KOSTO (KOHTO)
¢ HaG/IONABAHA XEMATOIOTHYHA TOKCHYIHOCT, ¢ MIOHE OJIOBAHATA OT PA3IIHKATA OT Haavpa H H3XOXHHS
6poii KpBBHM KIeTKH 1WEoc 6pos Hpu HaxHp (T.C. 6poil KPBBHE KICTKH IIPH BE3CTAHOBABAHE 2 Opoii

npu Hagup + (0,5 X [u3xoneH Opoii — bpoi npH HaJHp}]).

Hayuenmu 6e3 namanen uzxo0en OPoi Ha KPLEHUME KREMKU (m.e. neexoyumu 2 3,0 x 1°luABH> 1,35
x 10°/1 u mpomboyumu > 75,0 x 1 09/?) npeou NbpPEOMo AeHerue '

AKO CJICH JISYSHMETO ¢ a3alHTHAMH ce Habmoiasa XeMaToNOriHa TOKCHYIHOCT, CICABAINHAT LHKHI HA
TepamuATa TpsAGBa Ja c€ OTIOXKH A0 BH3CTAHOBABAHC HA 6pos na TpomGomsrure m ABH. Axo ce
OCTMI'HE BR3CTAHOBABAHE B PAMKHTC HA 14 mau, He ce HaJlara KOpHrHpase Ha 7103aTa. Axo obave He
ce MOCTHTHE BB3CTAHOBABAHE B paMkMre Ha 14 nHuW, 103aTa TpabBa Aa 6pAe HaMajieHa CHITIACHO
crempainara vabauua. Crieal npoMAHa Ha J03aTa NPOXB/DKUTEIHOCTTA HA MKW TpAGBa OTHOBO AR
craHe 28 aHu,

bpoti npH Hagup B 1IMKbIIA Jo3a 3a cne,imannm IIMKBJL, KO HE ©
OCTUIHATO

ABH (x 10°/1) | Tpom6omuTH (x 10°/1) BE3CTAHOBABAHE® B PAMKHTE HA
14 gum (%)

<1,0 | <50,0 50 %

>1,0 > 50,0 100 %

*BracTanoBsBade = Opok KPEBHM KieTKH > 6pof mpH Hazmp + (0,5 x [u3xonen Gpoii — OpoH MpH
Ha/Hp))

Hayuenmu ¢ namanes usxo0en Gpoii HG KPbeHUme KIemKu (m.e. IesKOyUmY =< 3,0 x 10°/1 unu ABH <
1,5 x 10°/1, unu mpomboyumu < 75,0 x 10°/l) npedu nvpsomo neuenue

AKO CIIel JIeUeHHeTO ¢ a3alUTHAHH CaeT Ha Opog Ha JICBKOLMTHTS WIH ABH, i TpoMGOLHTHTE B
CpaBHEHME ¢ IIpejH JicdenHero e < 50 %, WK No-TojiAM OT 50 %, HO ¢ noAcOpeHHe Ha MOKAZATEIIHTE
3a mudepeHIHpane Ha KOSTO M [a € KICThIHA JIMHHA, CICABAINAAT IMKEI He TpuOBg. Ja-cemgara 1
503aTa HE TPAGBA A4 Ce KOPHTHpa. “@W Ne

Axo criagsT Ha 6pos Ha nepkouuTHTe Wiv ABH, win TPOMGOLMTHTE € NO-TOJLE i LR
¢ npeny newexuero M Ges nonoGpenne Ha MHQEPCHIMPAHETO HA KIICTBUHIY v_ilu ST
LHK'B]I HA Tepalla ¢ asalMTHIHH TpiAOBa fa Ce OTIOKH N0 BB3CTAHOBARAHE HA\ORSA HE
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v ABEH. AKo ce MOCTHTHE BB3CTAHOBSBAHE B PAMKHTE Ha 14 1HH, He C¢ HANAra KOpHrHpaHe Ha nos3arta.
AKO 0o0age He ce MOCTHTHE BE3CTAHOBABAHES B PAMKHTC Ha 14 mu, TpaGea Na ce OMPEACH KICTHYHOTO
ChIBPKAHAE HA KOCTHHSA MO3BK. AKO KICTBYHOTO ChIBPKAHHE HA KOCTHHA Mo35k € > 50 %, nosara He
Tps6Ba K C& KOpHUrHpa. AKO KIETHYHOTO ChBPHKAHHE Ha KOCTHHA MOSEK © < 50 %, negeHueTo TpAOBa
3 ¢e OTIIOKM H JI03aTa Ja ¢ HaMAaJIH CHIVIACHO ClienBallaTa Tabua:

Knersuno  chAspXkanwe  Ha | Jlo3a 3a coienpauiis LUKB]I, aKO HE © OCTAIHATO BH3CTAHOBABAHC
KOCTHHS MO3BK B pamkuTe Ha 14 mum (%)

BpacranopaBane* < 21 aHu Brnacranopsasane* > 21 qHM
15-50 % 100 % 50 %
<15% 100 % 33%

*Br3cTaHOBABaHE = Gpoil KpHBHM KAeTKH > 6poif mpu HaxHp + (0,5 x [m3xonen 6poii — 6poli mpH
HagHp))

Crie IPOMSHA Ha A034Ta IPOABDKHTEIHOCTTA HA CIICABALITAA LIAKD1 TpaBBa OTHOBO /1A CTaHe 28 JHH.

Cneyuannu nonynauuu
Hayuenmu ¢ cmapuecka 6b3pacm

He ce npenoph4BaT crienMYHE KOPeKIWH Ha X03aTa IPH NAIHCHTH B cTapyecka Bh3pacT. TpH Karo
BEPOATHOCTTA 33 HATHYHE HA HAMACHA GuOpeuHa QYHKIMA € MO-BHCOKA NPH HAIHCHTH B CTapaccka
BH3PACT, MOXKe /1a € OT IO/I3a fia ce cnenn OBbpeyuHaTa 1132100150

Hayuenmu ¢ 6vbpeuno yspexcoare

AsaIETHAMH MO3Ke /A ce MpHJIara Ha narpeHTd ¢ p0pedHo yRpexpaHe 6e3 MEPBOHAYANHO KOPUTHPAHE
Ha 03aTa (Bk. To9Ka 5.2). AKO HACTBIA HEOOACHAM CNaJ| Ha HUBOTO H3 CEPyMHHA Sukapborar nox 20
mmol/l, nozara Tpsbea na Gbae Hamanera ¢ 50 % MpH creaBAITUS HAKBII. AKO HACTBIAT HeoOACHHAMH
IOBHIDABAHKSA HA CEPYMHMS KPEATHHHH WK yPeHHHA a30T B KPHRTA (BUN) no 2 2-nbTH Hajl H3XO/IHATE
CTOMHOCTH M Haj ropHaTa rpaHita na HopMara (ULN), crieasamysT (MKbJ TpabBa a GbAe OTIOKCH
[0 BPBIIAHETO MM 10 HOPMATHHTE WM H3XOHHTC HM HHBA H T03aTa Tpatea na Gbaa RamaneHa ¢ 50 %
IIpH C/ICHBAIHS LUAKEI Ha NEUCHHE (BX. TOIKA 4.4).

Hayuenmu ¢ weproopobro yepexcoane

He ca nposexaaiy opuiHaIHH MPOy4BaHHA MPH NalHCHTH C uepHOAPOOHO yBpexkaaHe (BX.

Touka 4.4). TlancHTHTE ¢ TEXKKO YepHOAPOOHO OpraHHO YBpCKAAHC tpaGea N3 ObNAT BHUMATEIHO
ClleleHH 3a HexenaHd peakiuy. He ce npemoppusaT crielHYHA POMEHH Ha Ha'aHaTa 1039 HpH
MALMENTH ¢ UepHOAPOGHO YBpeXIaHe NpeAHd 3aMovBaHe Ha JICUCHHCTO, cye/BallyTe NPOMEHH HA
~ posata TpabBa ja ce Oaiupar Ha XEMATONOrHIHHMTE naBopaTopHH TOKA3ATENH. AJAIHTHIMH €
IIPOTHBONOKA3aH NIPH NMAIHEHTH C HANPEIHAJIM 3/T0KaTeCTBCHH TyMOPH Hi yepHHA Opod (BX.

TOUKH 4.3 1 4.4).

Heouampuuna nonyrayus | |
Be3s0macHOCTTA H ePHKACHOCTTA Ha a3al(WTHIMH NPH /eI HA BE3pact 0 nol7 roguHM BCE OINE HE Ca

ycranoeeny. Hamrauure MOHACTOAIMEM JaHHH ¢4 OTHCAHH B touxd 4.8, 5.1 1 5.2, HO NPENOPHKH 33
FO3HPOBKaTa He MoraT Aa OBpJaT AaJcHH. |

HayyH H8 OpHIOKEHHE -
Cnef pasTeapsHe asaUMTHAHH Tpa0Ba Aa ¢ HIDKCKTHPA HONKOXHO B MMINHHIATa, 6e/[poTo HIH
xopeMa. MecTara Ha HESKCKTHPaHe TpsOBa Jia Ce peAyBaT. C e pamyre HEDKEKI{HH TPIOBamaRgUPass
Ha MOHe 2,5 cm OT MACTOTO HA TNOCTaBsiHe Ha NPECINIIHATC H HHKOTA B A0 I,

qyBCTBHTEJIHH, ¢ KPLBOHACA/AHHS, 3aUePBEHH HIH YIITLTHCHH.

Cneji, pasTBapaHe CYCTICH3MATA He TpAbBa 21a ce $banTpyBa. 3a ykasaHns OTHORHS
Ha JIEKAPCTBEHHA IPOAYKT IPEIH NPHIOKECHHE BIDKTS TOMKA 6.6.
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4.3 TIIpoTHBONOKA3AHMA

CBpLXYyBCTBHTEIHOCT KbM aKTHBHOTO BEMIECTBO WIH KEM HAKOE OT MOMOIHMTE BelecTsa, A30pOcHA
B TOUKA 6.1.

HanpeaHamH 310Ka9eCTBEHHA TYMOPH Ha YCpHHA npob (Bx. Touka 4.4).
KspMenre (Bx. TouKa 4.6).
4.4 CrnenuaigH npegyupexaeHus H NpeAna3HH MEPKH IpH ynorpeba

X eMaToONOTHIHA TOKCHIHOCT

JleweHMETO ¢ 3AUHTHIME € CEBP3AHO ¢ AHEMHs, HEYTPOIICHHA H TPOMOOIHTONCHN!Y, ocofeHO 1pes
mepeaTe 2 aKksaa (Bx. Touka 4.8). Ilpe Hyxgia, HO TIOHE MPE/H BCCKH nedebeH 1EKEN, TpsOBA Jia ce
HalpaBH IThIHA KPbBHA KapTHHA 32 Mpoc/eaABaHe Ha OTrOBOpa H rokcHuHocTTa. Cnea npHiaraHe Ha
MPeNopHIBAHATA 033 33 ITHPBMA LMK, A03aTa 34 CACABAINMTE MK TpsAbBa Aa ¢ HaMalH WM
IpHNaraHeTo # Ja € OTIOKHM B 3aBHCHMOCT OT Gpos Ha KPLBHWTC KICTKA INpH HAIAp H
XEMATOJIOrHIHAA 01TOoROp (BXK. Touka 4.2). [laumenTare TpsGea nia GBIAT NOCHBETBAHH He3a0aBHO A
cbobmapar 3a QeGpunHM npucThNH. CHINO Taka € NPENOPBIMTEIIHO NAaIMEHTHTE M JICKapHTe Ja
HaO/moAaBaT 3a MPU3HAIA H CHMITTOMH Ha KbpPBCHS.

YepronpoOHO yBpeXKnaHe

He ca NmpoBeXAaHH O(GHIMATHM NpOy9IBaHMA IIPH NAIHCHTH © qepHOpoGHO yBpexkpame. Hma
CHOGIICHMA 32 PasBHTHE HA TIPOTPecHpala YepHOAPOOHa KOMAa H CMBPT IO BpeME R neYcHue ¢
a3ALMTHAMH NIPH NAIHMEHTH CHC CHIIEH TyMOpPEH TOBap IOpand METaCTATHHHO 3abonaBane H 0COOSHO
NPy TAKABA ANHEHTH C H3XO/HH HHBA HA CCPYMHHI anGymud < 30 g/l. A3al(ATHHE € IPOTHBONOKA3AH
IIpH NALACHTH C HANPEAHAIIM 3IOKA4eCTBCHH TYMOPH Ha HCPHHA apob (Bx.

Touka 4.3).

BrOpedHo yBpeKIaHe
ViMa choBIIeHHs 3a 3acAraHe Ha GEOpeuHaTa QYHKITHA, BAPHPAIIH OT NOBHINEH CECPYMCH KpOATHHEH /10

656petHa HENOCTATHYHOCT M CMBPT, NMPH MALMCHTH, JICKYBAHW © MHTPABEHO3CH A3ALMTHIHH B
KOMOGHHALAA ¢ APYTH XHMMOTEPANeBTHIHA CPeACTBA. JIONBIHATE/HO, NpH 5 nauHeHTH ¢ XpOHHIHA
MuesionIHa Jiekemus (XMJI), neKyBaHH ¢ a3aLIWTHAMH U €TOIO3H], ce € pa3BHila 6s6peuna TyOyapHa
amAI03a, Ne(MHHMpaHa KaTo craj Ha cepymHus GrkapboHaT A0 < 20 mmol/l, CREp3aH ¢ AKATH3IHPAHES
Ha YPHHATA M XHNOKATHEMHA (CepyMeH Kamal < 3 mmol/l). AKO HaCTHIAT HCOOACHUMH NOHIKCHHA Ha
cepyMeHa 6xxapGoHat (< 20 mmol/l) Wik nopHIlaBatHi Ha CepyMHIA xpearuHrH wiM BUN, nosara
TpaGBa Aa 6bAe HAMANECHA WITH IPIUIAraseTo | a ce OTI0KH (BX. Touka 4.2).

[MamuentiTe TpaOBa Aa ObIAT NOCHBCTBAHH Ad cHLOOINGBAT He3a0asHO Ha MEQHIHMHCKOTO JIHMIC 38
OMHUTYPHA ¥ aHypPHA.

Bripexu ue, He ca 2afeld3aH KIMHUTHO 3HAMMMH PalIMKA B H4ECTOTATA HA HE)KEJIAHUTE PeakIHH
MKy TIALMEHTH ¢ HopMamHa Ge0peuna QpyHKIMs U NALHCHTH C §16pedHo yBpeKIaHe, NAHCHTHTE C
6B6pedHo yBpeXRaHe TpAbpa na 6BAAT CleICHH BHUMATCIHO 32 TOKCHIHOCT, THH K810 a3alHTHAWH
J/VTA HErOBWTE METaGONMTH ce eKCKPETHPAT OCHOBHO OT OB0perpare (B, TOuKa 4.2).

OYHKIMOHAHWTE YSPHOAPOOHH IOKa3aTe/H, CEPYMHNA KpCaTHHVH M cepyMEms © ./.': : ';
safouBaHe HAa TepanuATa TpaOBa Na Ce HANPaBH IThJHA KPBHBHA KAPTHHA, KAREL
poCIeABAHE HA OTTOBOPA H TOKCHIHOCTTA, HO HaH-MAlKO NPEH BCCKH neqcOe

Touxa 4.8.



Cupaeuno u 6enoapoOHO 3abongsane

INamenTH ¢ aHaMHE3a 33 TEXKA 3acTOHHA CBHPACYHA HEJOCTATHUYHOCT, KIMHHYHO HecTa0HIHO
cepAcqHO 3abonsBaHe wWiH OenopgpobHo 3abongBaHe ca OHNM H3KIOYEHH OT OCHOBHHTE
perucrpatmonHy npoyasanmi (AZA PH GL 2003 CL 001 a1 AZA-AML-001) 1 3atosa fe3onacHocTTa
H ePHKACHOCTTa Ha a3aUMTHAHH IIPY TAKMBA MallMEeHTH He ca onpexaeneHu. [locieanwre AaHHM OT
KIMHAYHO NPOYYBAHE INPH NALMEHTH ¢ M3BECTHA aHAMHE3A 34 CHPACHHO-CHAOBO W Henoxpobuo
3abosgBaHe IOKa3BaT 3HAYHMMO TOBHMIICHA 9€CTOTA HA CHPJAEYHH ChOHTHA C a3alMTHAMH (BK. TOMKA
~ 4.8). 3aToBa ce mpenoppUBa Aa ¢ MOAXO0XKAA MPEANANTHBO, KOTATO CE NPEANHCBA A3alIHTHAHH Ha Te3H
naimeHTH. Tpadea na ce obMucnu cppaeuno-6enopobHa OLICHKa NpeaH ¥ IO BpEME Ha JICICHHETO.

Hekporuzupau daciymr

Hexpornsapainy ¢acumut, BKIIOYHTENHO CIy9aH C JIETAICH H3X04, ¢¢ ChOOMaBa NpH HAUHEHTH,
NeKyBaHH C a3alliTHAMH. TepanHaTa ¢ asaluTHAMH TpaGBa Jia ce IMpeKpaTH IpH DANHECHTH, KOHTO
pa3sBHAT HEKpOTH3HpaL (aciuT, H He3abaBHO TpA0Ba Aa Ce 3aMI0YHE CHLOTBETHOTO JICICHUE,

TyMOp-JTa3UC CHHOPOM

IlameHTH ¢ BCOK TYMOpPEH TOBap IpeAH 3al0vYBaHe HA JICYCHUETO C4 ¢ PHCK 38 PA3BHTHE HA TYMOP-
JH3HC cHHApoM. Tes3u narpentd Tpabea fa ce HaGmoxaBaT BAMMATENHO H [a ¢ B3eMAaT DOAXOASIH
NpeanasHH MEPKH.

4.5 BiaEmope#icTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrA (JOPMHE HA B3aHMOACHCTBHE

B®3 ocHOBa Ha nmaHHWTE OT in Vifro MpoyuBaHHs MeTa0ONH3MBT HA A3ALMTHIHH H3MICKAA HE CC
MeAuHpa OT H30eH3HMHTE Ha 1uToxpoM P450 (CYPs), UDP-rmokyponoswrrpancdepasure (UGTSs),
cyndotpanchepaszure (SULTSs) u rnyraraon-rpancepasure (GSTs); 3aT0Ba B3aUMOASHCTRBHIA in Vivo,
CBBP3aHH ¢ Te3n MeTabONM3ApALIH €HIHMH, CE IIPHEMAT 38 MAlTKO BePOSTHH.

KJTHHHYHO 3HAYHMMH HHXHOHpAIIH H/IH HHAYKTHEHH €(PEKTH HA a3al{UTHAHH BEPXY LIHTOXPOM
P450 ensumire ca MaJIKo BEpOATHH (BXK. TOUKA 5.2).

He ca npopexnand odpmpanHy KIMHWYHH JICKAPCTBCHH NPOYYBAHWA 33 B3aHUMOJCHCTBHA ¢
a3aLMTHIIHH.

4.6 @eprRINTET, GpeMeHHOCT H KBPMEHE

JeHM ¢ nereposeH noreHman / KORTpaleniys Ipy MBXe H XKCHI
XKenure ¢ AeTepOcH MOTEHIHAN B MEXKETe TPAOBA 12 M3MON3BaT eQeKTHRHA Kompauemmﬂ IO BpeMe

Ha H A0 3 Mecera cliel ICICHHEeTO.,

BpeMeHHOCT

Jlanceat ZocTaTh9HO JAHHH OT yroTpebaTa Ha azauuTHauH rpu SpemeHHM xeHH. IIpoyapanuaTa nph
MHIIKH MOKa3BaT PeNPONyKTUBHA TOKCHYHOCT {BX. ToUKa 5.3). IIOTeHIHATHMAT PHCK MPH XOpa He €
n3BecTeH. BB3 OCHOBA HA Pe3yATATHTE OT NPOYYBAHHA [PH KHUBOTHH M MEXaHH3Ma My Ha JelicTBHe
asalMTUAMH He TpAOBa Ja ce H3MON3BA [0 BpeMe Ha bpeMeHHOCT, 0cOOEHO Mpe3 ITBPBHA TPHMECTED,
OCBEH aKo He ¢ a6CoMOTHO HeoOX0oANMO. 38 BCEKH OT/IeNIEH CiTy4aii TpAOBa Aa ce NPELCHAT ITONI3HUTE OT
JIEYEHHETO M BH3MOXKHHTE PHCKOBE 32 IUIO/IA. :

KzpmeHe
He ¢ H3BeCTHO JamM asalldTHAMH /MeTaCONMTH Ce €KCKpeTHpaT B KBPMRT& /

ApPOTHBOMOKA38HO MO BpeMe Ha Teparusi ¢ asaliTHAMH NOpajH BBIMOXKHHUTE cepyiod
peaKkuun NpH KbPMaveTo.

' _



QeprHAHTET -

Hsama naHeH 33 eeKTa Ha asalMTHAMH BLPXY (epTHiMTeTa OpH Xopa. HiMa IOKyMEHTHPaHH HeXKeNIaHH
PEAKLMH 110 OTHOIEGHHS HA (EepPTHIMTCTA YIPH NpWIaraHe Ha a3alATHIAH NPH MBXKKH XKHBOTHH (BX.
Touka 5.3). Mbxkere TpaGBa na 6bAAT ChBETBaHM Ja HE 3a4€BAT /ieTe N0 BpeMe Ha JICICHHETO H TpsaGBa
[l H3NO/3BaT edpeKTHBHA KOHTpALENIHS N0 BpeMe Ha JIeHEHHEeTo 0 3 Mecena ciel ToBa. Ilpem
3am09BaHe HA JICUCHHETO NANMCHTHTE OT MEXKKH 1oa Tpabea na OBAAT CHBETBAHH Ja MOTHPCAT
KOHCYNTAIMS OTHOCHO KOHCEPBHPAHE HA CACPMA.

4.7 Edextn Hpxy cnocobnocTTa 32 modnpane pabora ¢ MAIIHEH

A3aIHTHIMH HOB/IHIBA B MANKA WM YMEPEHa CTeleH cnocoGHoCTTa 33 modHpane H pafora ¢ MAIHHA,
Hma cpobmeHus 3a ymopa Hpd ynorpe0aTa Ha a3alHTHAMH. 3aTOBa CS MPENOPEYBA IOBHINICHO
BHMMaHKE [IPH modupate WiH paboTa ¢ MAIIMHH.

4.8 HexexaHnn JJeKapcTBeHH PeaKIHA

PestoMe Ha npoduina Ha 6e301macHOCT

Bvspacmmua nonynayua c MDS, CMML u AML (20-30 % xocmuomozwvunu bnacmu)

ITpu 97 % OT HalMEHTHTE ca HACTHIWIN HEXKCIAHH peaKIyH, 38 KOHTO Ce IPHEMA, ¢ € BEIMOXHO HIH
BEPOATHO & ¢4 CBBP3aHH C MPHIOKCHHETO Ha a3aLHTHIHH.

Haii-uecTo ¢HOOIIABAHWTE CEPHO3ZHH HEXKCENAHH PEAKIHH, YCTAHOBEHH NpH OCHOBHOTO NpOY4YBAHE
(AZA PH GL 2003 CL 001), smousar eGpmisa neyrponenns (8,0 %) u anemus (2,3 %), KOHTO CHIIO
TaKa ca choGmens B Noaxpensmure npoyusanud (CALGB 9221 u CALGB 8921). lipyra cepHO3HEH
HEXKEIAHH PEAKIIMM OT Te3H 3 MpOyYBaHHA BKIIOYBAT HHPEKUMH KaTO HEYTPONICHHYEH CENICHC (0,8 %)
u nHeBMOHMS (2,5 %) (Haxoum ¢ neTaneH wu3xon), TpomGoumroneHms (3,5%), peakiMH Ha
CBPBEXIYBCTBHTENHOCT (0,25 %) M KpBHBOHIMBH (Hanp. Mosb4eH kpbeonsaus [0,5 %], cromammwo-
upepeH kpbBouas [0,8 %] u uHTpaKpanHaneH kppBouME [0,5 %]). |

Hait-gecTo cho0ImaBaHuTe HexKeNlaHH PeaKIHH IpH JIedeHHe C a3aiHTHANH Ca XCMaTOJIOTHIHH peaKIHH
(71,4 %), BXTIOYBAIH TPOMGOLMTONCHHA, HEyTpONCHHA M JeBkomenHs (o6ukHOBeHO 3-ra—4-TA
CTeneH), CTOMaMHO-9peBHy Hapymenns (60,6 %), BKIIOYBAITH rajicHe, NoBpHIlaHe (OOAKHOBEHO 1-
Ba—2-pa CTeNEH) HIM Peakiui Ha MACTOTO Ha HibKkekTHpane (77,1 %; obukHoBeHO 1-Ba—2-pa CTEIEH).

Buspacmua nonyrayus na sv3pacm 65 wiu noseve 200unu ¢ AML ¢ > 30 % xocmuomozvuny bnacmu
Haii-uecTute cepHO3HY HexkeTaHH peakid (> 10 %), xoHcTaTHpaHH pH AZA-AML-001 B rpynara
HA JICUCHHE C A3aLATHAMH, BKTOYBaT (ebpumia meyrpomnenus (25,0 %), nHeemonna (20,3 %) u
rmpekcus (10,6 %). Jlpyru He TOJIKOBa 9eCTO CHOOIMABAHH CEPHO3HH HEXKCIAHH PEAKIIHH B rpyIiaTa Ha
Ie9eHHe C a3alMTHIHH BKmovBaT cencuc (5,1 %), anemus (4,2 %), HeyTponeHHIeH CENCHC (3,0 %),
wHGbEKIpA Ha maKoUHHTe mhTHmA (3,0 %), TpoMGormrronenys (2,5 %), Heyrponenud (2,1 %), HeIYIMT
(2,1 %), 3amassocT (2,1 %) 1 mucrires (2,1 %).

Haii-uecto crobmasanure (C 30 %) HeKeIany peakiH DA JIEYCHACTO C a3alMTHIHH Ca CTOMAITHO-
qpeBHH CEOMTHA, BImOYMTENHO 3anek (41,9 %), ragene (39,8 %) n auapus (36,9 %; obHKHOBEHO
crenen 1-2), 061y Hapylenns H ehekTH Ha MACTOTO HA IPHJICHKEHHE, BRIoUBAIM MHpekcHs (37,7 %;
OGHKEOBEHO cTeneH 1-2) ¥ xeMaToNoradHK cHéuTHs, BKmoTsay $ebprina neyrponennd (32,2 %) u
neyrponennd (30,1 %; o6uxHOBEHO cTeneH 3-4).

CrHchK Ha HexelaHHTe peakiuy B Ta0Iu9eH BUI
Ta6muua 1 110-A0My CHABPIKA HEMENAHH PeaKiliy, CBHPIAHH ¢ JIE1EHHETO C a3AIHTHRA Jo)
OCHOBHMTE KJIHHAYHY npoyasanus npu MDS u AML u abmoacrue ciex nyckaH / -6 ra3ap?

YecroTnte ce AeHEHpaT KaTo: MHOrO decTH (>1/10), uectn (>1/100 mo <1/10), A i
<1/100), pexcm (21/10 000 z0 <1/1 000), MEoro pemxn (<I/10 000), ¢ rHernthelk
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HATHYHHTE A3HHH He Moxke Ja 6bne HampaBena onenka). IIp Bcsaxo rpynupaHe B 3aBHCHMOCT OT
YECTOTaTA HEXCIAHHTE JEKAPCTBCHH peakmuy ce H30poABaT B HH3XO[AIN PeA MO OTHOINCHHS Ha
TAXHATA CepHO3HOCT. HexenaHHTe peakiii ca NMpeJCTaBeHH B TaOJMIATA NO-AONY CIOPER HAMH-
BHCOKATA 9€CTOTA, HAOMOAaBaHa B KOETO H Ja € OT OCHOBHHTE KIIHHHIHH MPOYIBARHHA.

Tabnana 1: Hexenamm peaxusn, chofmenn nps nangedTH ¢ MDS nam AML, sexypann ¢
3a0UTHARA (KIHHEBEYHE OPOYIYBAHHA H NOCTMAPKETHATIOB ONAT)

Cacremo- MHoro YectTH YecTH Hevectn Peaxn C BeH3BECTHA
OPraHHH KAACOBE qecTOTA
Huadgexnun H | THeBMOHEA* cencuc* HEKPOTH3HApAI]
AR$ecTAIHY (BKIIOYHTENHO (BKIIOTHTEIHO bacuumaT*
OakTepHaHa, GakTepHancH,
BHPYCHA H | BupyceH ¥ re6uuen),
re6uvHa), HeyTpPONCHHYEH
PUHODAPHHTHT cencuc®, nHPEXIHA
Ha TAXATSIHATE
IOLTHINA
(BKMOUHTENHO  HA
rOpHATe DBTHAINA H
OponxuT), HHbEKLAR
Ha NMUKQTHHATE
THTHHIR,  HEMYJHT,
AHBCPTHKYJIMT,
re0paHa HH(peKIHus
Ha ycTHaTa KyXHHa,
CHHY3HT, (apHHIHT,
PHHMT, XepIec
CHMILIEKC,  KOXHA
HHpeKIHAA
Hapymenrs Ha| ¢pebpmnma IaHIATONICHUA*,
KPBBTA K | HeyTpOoneHHuA*, KOCTHOMO3Bb1HA
JHMOHATA HEYTPOICHUSR, HEJOCTATHYHOCT
CHCTEMA JIEBKOICHHS,
TPOMOOILETONICHAA,
AHCMHAS
Hapywenns Ha peaknME HA
HMYHHATA CBPYBXUYBCT-
CHCTEMA BHTEJIHOCT
Hapymennst Ha| aHOPCKCHS, aexuaparanus TYMOP-JH3HC
MeTaonuiMa M| DOHHKECH AaNeTuT, CHHAPOM
XpaHeHeTo XMTIOKanAeMuA
Heaxuuam Ge3cpHHEE CHCTOSHHE Ha
HApYIIeHHS o6BpKaHoCT,
Oe3MOKOHCTRO,
Hapymenns Ha| 3aMadHOCT, HHTpaKpaHHaICH
HEPBHATA raaecfonue KPRBOH3ITHR®,
CHCTEMA CHHKOII,
COMHOJICHTHOCT,
JIeTaprus
HapymeHns Ha OYHH KpPbBOH3NHBH,
OHTe KOHIOHKTHBAJIHH
KPBhBOH3IIHBH




CorpaedHH NEPAKAP AHAHA repHUKapIHT
HApPYOICHAS edy3ud
Coaosn XMIOTOHUA®,
HapyIIeHNUSA XMIIEPTOHH,
OpTOCTaTHIHA
XHIIOTOHUSA, XCMaTOM
PecnNpaTopHn, | AHCIHCA, mieBpaNieH  HM3JIHB, HHTEpCTAIHANEO
IPLAHA H | eMHCTaKCHC AECIHes IPH YCHIIHE, Genoapobuo
MeANACTHHAIHY (apHRTONAPHHTCANHA 3a60/1BAAE
HAPYIICHHA fonxa
CroMamno- agapad, CTOMADIHO-IPEeBE H
YypeBHH IOBPBINAHE, KPBBOM3IHE"
HAPYINEHHS jalcK, rafeHe, | (BKIIOUUTENHO
KopeMHa Oonka | KPpBHEOH3IHB B
(BxJmo4Ba ycTaTa), KPLBOHIIHE
mackoMopt B | OT XEMOPOHJH,
TOpHaTa 4acT Ha CTOMATHT, KbpBEEE OT
Kopema) BEHIATE, AHCTICTICHA
XenaroGunnapaH qepHoApoOHa
HApYMICHHS HEOCTATBHHOCTY,
AporpecHpama
ueproapobHa
KOM2
Hapymenus Ha | NETEXHW, IPYPATYC | Mypnypd, aANONCIHA, ocTpa
KOXKATA i | (BKIFOUHMTENHO yprdkapus, epaTeM, | peGprmHa
NOAKOKHATA reHepajyM3MpaH), | MakKynapeH oOpHEB HeyTpodIIHa
TBKaH o0OpHB, eKXHMO3H AEpMAaTO3a,
raHTpeHO3HA
MHOACPMHA
Hapymenus Ha| apTpajras, MYCKYNHH  COA3MH,
MYCKYJIHO- MYCKYITHO- MHAJITHA
CKeJIeTHATA cKeneTH M OonkH
CHCTEMA n| (Bxmoasa 6onka B
CHeIHHBTEIRATA | Mbpba, KOCTHTE N B
ThKAH KpalHaMIATE)
HapymeHas HA ou0peana on6pedna
6n6pennTe H HEAOCTATBIHOCTY, TyGynapHa
NMHKOYHHTE XeMaTypHs, HOBHIIEH | alH033
MHTHINA CEpYMEH KpeaTHHHH




O6uis mapexcas”, KpBbBOHACAAAHE, HA MACTOTO Ha

HApymieARs M | yMOpa, AacTCHHY, | XCMaTOM, HHAYpalHA, HHKCKTHpaHe

edexTH na | Gonka B repawTe, | OOpHB,  NMPYPHTYC, HEKpO3a (Ha

MSICTOTO HA | epHTEM Ha | BBINANCHUE, IPOMAHA MACTOTO HA

NPHNOKEHHE MSCTOTO Ha | B TBeTa, BLAM H HEDXEKTHPAHE)
HEKEKTHpaHe, KbpBEHE (Ha MACTOTO

6ONKa Ha MACTOTO | HA  MEXEKTHDAHE),
Ha HIKEKTHPSHE, | HepasmonoKeHHUE,

(ReompeneNnecHa) CTYACHH TPHIKH,

peaxuyA Ha | KPHBOH3INB Ha
MACTOTO Ha | MACTOTO HA KaTETHPA
MHXEeKTApaHe
H3cnensauus HAMANIIBAHE Ha
Terno

*= pAIKO C& CHOOMABAT CIy3aH C JETAICH H3X0A

Onmcanye Ha DoAOpaHy HekeIaHH PeaKLHN

XemamonozuiHy HeJCeNarnu peaxyuu

Hagi-gecto chobmapanute (> 10 %) XeMaTONOrMIHM HEXKOJAHH PCAKIMH, CBBLP3AHH C JICUCHHE C
a3aNUTAME, BKIIOUBAT AHEMH®, TPOMOOLWMTONEHHA, HCYTPOICHHI, debpriHa HEYTPONCHHA H
JICBKOTIEHHS H ¢a OOBKHOBEHO OT 3-Ta WIH 4-Ta CTEHEH. Hma mo-Trof1aM PHCK OT NPOABA HA TE3H peakiidi
no Bpeme HMa IEpBHTE 2 IMKBIA, Cile/l KOETO TO ce NPOABABAT MO-pAAKC IPH DAACHTH C
BE3CTAHOBABAHE HA XeMaronorwdnara (yHKmEA. KOHTPONMPAHETO HA IOBEHCTO XEMATOJOrHYHH
HexeJIaHH PEaKIHH e BKIIOYBAIO MpociiesiBase Ha IHIHATA KpLBHA KapTHHA U aKO € HeoOXxomMMO,
OT/IaraHe HA MPHJIOKEHHETO Ha a3aLMTHAMH NPY CICBAINAL KB, nmpo()AIAKTHYHO NpUIATaHe HA
ANTUGHOTHLM W/HITH TIO/UTBPIKAITH PacTexHH (akrops (Hanp. G-CSF) B cinyu4aii Ha HEYTPOIICHHA H
TpaHcy3HA NPH AHEMHSA HIH TpoMOOLMTOTICHHA.

Hugbexyuu

MHEeNOCyTPecHSTa MOXe ia A0Bezie A0 HEYTPONCH!A H IMOBHINICH PHCK ot nadexupm. YiMa cpobmenHA
38 CepHO3HM HEXeJIAHH PEAKLMH KATO CENCHC, BKIFOTHTEIHO HEYTPOICHUIEH CETICHC H MHEBMOHHA PU
NAIAEHTH, JIEKyBaHH ¢ a3aldTH/IWH, HAKOH OT KOHTO C JICTANCH U3XOL. JleuepueTo MpH HHGCKIHHUTS
Moyke 8 BKIOUBA MpHJaraHe Ha MPOTHBOMH(EXIHOIHH CPENCTBA ILNHOC nOJABPKaHE C PacTeXHH

daxropu (waup. G-CSF) npi HEyTPONCHHA.

Kvpsene

TIpH NAIMEHTH, JIEKYBaAHH C A3AIUMTHNHH, MOXE /1a CC pasBHe xepeere. ViMa choOmeHns 3a CEpHO3HH
HesKeIAHH peakITiH KATO CTOMAITHO-YpeBeH KPhBOH3NMB K HHTpaKpaHHATICH kpbBon3us. IlaupeHTHTe
Tps6Ba a OBAAT CleASHH 3 IPA3HALI H CUMITTOMH Ha KEPBCHC, 0COGEHO TE3H OT TAX, KOUTO Ca MMANH
npeJBApUTEIHA HIH CBHP3aHa ¢ JIEHCHHCTO TpOMOOLIHTOTICHHA.

Ceppxuy8cmeumeniocm

ViMa chOBIIeH s 33 TEXKH PeaKI|y Ha CBPEXTyBCTBHTE/IHOCT IIPH MAlMCHTH, NIEKyBaHH ¢ a3alMTHAHH.
B ciydait Ha anaduiakTOHHa peaKMs NEUCHHETO € asaugATHAME TpaOea Aa Obae NPexpaTeHo
He3aBaBHO H 4a ce 3alo4He MOAXoAAI0 CHMITTOMATHHHO JICUCHHC.

Hesicenanu peaxyuu Ha KOXCAma 4 ROOKOICHAMA MbKak
MHO3MHCTBOTO OT HEeJKeJIaHHTe PeaKLMH Ha KOXKATa H MOJKOXKHATA ThKAH ¢a 6HIH CBBP3AHH C MACTOTO
Ha MIDKEKTHpaHe. B OCHOBHHMTe HpOY'BaHH] HHKOZ OT Te3H HexeNand PeaKUP-HE < RORE
IMPeKpaTABAHE HA JICYCHHCTO ¢ a3alATUAMH FTH HAMIABAHE Ha I[03aTa Ha a3all / s HO

OT HEeXETAaHKWTE PeakilHy ¢a Ce MPOJBHIIH Npe3 TbPBHUTE 2 UMKBJ1a OT JICHCHHS 7 & '
1A HaMandBaT NpH CIeNBANMTE ITHKIIH. HexenaHUTe peakiuH HA IIpA iﬁ‘ >
06 pUB/BL3NANICHAS/ PYPHUTYC HA MACTOTO HA HHXKEKTHPAHC, oOpHB, epHTEM K} _‘s AT

.__

Na HAJOXKAT €AHOBPEMEHHO JiCUCHHE ¢ JIGKAPCTBEHH TPOMYKTH \\F@IQwW

R
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KOPTHKOCTEPOHAM H HECTEPOH/HH MPOTUBOBH3NIATHTEIIHH JICKAPCTBCHH ITPOJYKTH (HCIIBC). Tpatea
I8 ce NpaBH PavIMKa MEXIY Te3d PCAKIMy Ha KOXarTa M MHQEKIMUTS Ha MCKMTE THKAHH, KOHTO
TORAKOTa BH3HMKBAT HAa MACTOTO Ha HIDKeKTHpaHe. HHQEKUHH Ha MEKHTC THKAHM, BIUIIOUHTEIHO
HeNyJIHT H HeKpOTH3Hpal $HacIM¥T, B PSIKH CIy4aH BOJCIIH 10 CMBPT, CC ¢ho0IaBaT MpH a3alHTHAMH
ciel NMyCKAHETO HA [1a3apa. 3a KIMHHYHOTO JieqeHHe HA HEXCIAHK Peaklu CBBP3aHu C nHQEKIHH,
BIDKTe TodKa 4.8 MHbekym.

CmomMauiro-ypeeru HeJCenanu peaKyui

Hait-gecTo ¢r00IaBaHATE CTOMANIHO-YPEBHI HeXKellaHH peakii, CBLP3aHH C JICIEHHE C a3aIHTH/IHN,
BKIIOYBAT 3amMeK, AMApHA, TajeHe W nosprmane, Tesyw HEXCNAaHW Peakiu Ca OWIM JIeKyBaHH
CHMIITOMATHIHO C AHTHEMETHIM 33 FAJICHETO H MOBPBINEHETO, AHTHIHAPHIHH CPE/ICTBA 32 NHAPHATA
JIAKCATHBHM CPEJCTBA H/MIM OMEKOTABALH H3NPAKHCHEATA CPE/ICTBA 32 3aneKa.

Heowcenanu peaxyuuy, 3acszauyu bvbpeyume
TIpy HALMEHTH, NEKYBAHM C A3alATHAMH, MMa ChOOLieHWs 3a 6Br0peuHH aHOMAIHMH, BaPHPAUIH OT

NOBAINEH cepyMeH KpeaTHHMH H XeMarypua po Owufpedna TyOynapHa aumnosa, OuOpeuna
HEAOCTATHYHOCT H CMBPT (BXK. TOUKA 4.4).

Heacenanu peaxyuy, 3aca2auu ¥eprust opod

YIpH TIAIAEHTH ChC CHJEH TyMOPEH TOBap TIODaji METACTATHUHO 3a60niBaHe MMa CHOOmMEHH 32
pa3BATHE Ha YEPHOAPOOHA HENOCTATHIHOCT, NPOrPECHpallia 9epHOAPOOHa KOMA M CMBPT 10 BPEME Ha
NeYeHUe ¢ a3alMTHANH (BXK. To4Ka 4.4). |

Covpoeunu cobumun
JlanHiTe OF €AHO KIIMHAYHO OpOyYBaHe, OMyCKanlo BKIIOYBAHE Ra NALHEHTH ¢ H3BECTHA AHAMHE3A 32
CHPACYHO-CHIO0BO Wiy Genonpobuo 3a00n4Bane, NOKA3BAT YBEIHUCHHE HA CHPACTHHTS ChOHTHA TpH

ALMENTH ¢ HOBOAHATHOCTHIMpaHa AML, TeKypaHM C 33aI{HTHIHH (BX.
TOuKa 4.4).

Honyaayun 6 cmapyecka eb3pacm

- ChbolecTByBa OrpaHHuena HEGoOpMalus 3a Ge30TacHOCT 32 A3AUMTHAMH IPH NMALMCHTH 2 85 roauuu
(ipu 14 [5,9 %] naupenTr > 85 rogHHy, NeKyBaHH B MPOYIBaHETO AZA-AMI1.-001).

Heouampuuna nonyaayus

B npoyasanero AZA-JMML-00] 28 nenHaTpHYHE HAUMEHTH (HAa BB3pacr OT 1 Mecel A0 HpeqH
HapbpmIBade Ha 18 rogmHmn) ca OWIH JIEKYBaHH ¢ a3allMTHIHH 33 MDS (n = 10) wm oBeHANHA
MUCIIOMOBOIIITHA JieBKeMua (juvenile myelomonocytic lewkaemia, IMML) (0 = 18) {Bx. TO9KA 5.1).

Beuuks 28 NalMenTH ca uMand noHe 1 Hexxenano cubutne n 17 (60,7%) ca HMaH NOHS 1 cepp3aHo C
leqenyeTo cubpTHe. Hali-gecTo cBOOmMABaHATE HEKENaHW CBOMTHA B ol0mara NeAHATPHIHA
MONy/Al|A ¢4 [HPEKCHA, XeMAaTOJOrHIHA CHOMTHSA, BKIIOYHTEIHO AHEMHA, TpoMOOMTONICHAA H
deOpriHa HeYTPONICHHS, KAKTO H CTOMAIIHO-YPCBHH CHOUTHS, BITIOUHTEIHO 3aIICK H NIOBPBINAHE.

Tpuma (3) y9acTHHIH ca AMaTH cHOHTHE, HATATAMIO CMIEMHO IEYSHHE M IOBEJIO IO IPCKPATABAHE HA
NEKapeTBOTO (ITMPEKCH, POrpecHs Ha 3a60NBaHETO U KOpeMHa OoJiKa).

B npoyusanero AZA-AML-004, 7 nensaTpHdHy NAlMEHTH (HA BB3PacT OT 2 xo 12 romanM) ca
NeKYBaHH ¢ a3aiaTHAMH 38 AML npu MONeKy/IpeH PSLHIMB CiIe]l ITbPBATa ITh/IHA PCMHCHA (complete
remission, CR1) (Bx. Touxa 5.1).

Bewukd 7 MAIMENTH ¢a HMMalH noHe 1, CBBP3aHO € JICGCHMETO HEKCIAHO
¢cHOOIMABAHMTE HEKEIAHA CEOMTHA ¢a HEYTPOITCHHA, MFAACHE, JICBKONCHHY, TpOM
U MOBHINEHH HMBA Ha alaBud aMHHoTpaHchepasza (ALT). Jlpama mauHeHTH ¢§ ¥MK
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JlCUeHHETO HEKEIaHO CHOWTHe, MOBENO N0 TpEKLCBaHe HA jo3ara ((eGpwina HEYTPOMEHIA,
HEYTPOTECHHA).

He ca YCTAHOBSHH HOBM CHIrHAIW BHB BpB3Ka ¢ 6€30MacHOCTTA IPH OrpaHAICHH Epoii nearaTpHIHH

MAUMEHTH, JEKYBAHH C Q3alATHAMH B XOAa HA KIMHHYHOTO HpOY9BaHC. O6umar npodHa Ha
$e30nacHOCT CHLOTRETCTRA HA TO3H MPH BH3PACTHATA HOMYJIAIHA.

Cro0Inarane Ha NOJOIMPAHH HEKENAHH PEAKI[HH

Cro0ImapaseTo Ha MOKO3HPAHK HEXKETAHH PeakIMy clief| pa3pelnaBane 3a yrotpeba Ha NeKapCTBEHNS
IPOAYKT € BakHo. TORA MO3BOJIABA J4 MPOXB/LKH HAOMONCHHETO Ha CHOTHOINCHHETO noJ3a/puckK 3a
AexapeTBeHns nNpoayKT. OT MEAMITMHCKHTE CHCITHANNCTH C€ H3HCKBA /A chpo0ImasaT BCAKa NOAO3HpaHa

HEXKENAaHA Peakis Ipes: |
HM3mrpnuMTeIHa ArCHITHA 1O JICKApCTBATa,

yiL. ,,Jlamss [pyes® Ne 8, 1303 Cogas,

Ten.: +359 2 8903417, yebeaiit: www.bda.bg

49 Tpenosnupane

Mma croburedne 3a H ClTyqalf Ha PeIo3HPaHe B PAMKATE HA KITHHIWIHATE NPOYIBaHHA. HammenTsT
e MMaJl AMApHY, TAJIcHE H MOBPHINAHE CJIC/l HHTPABCHO3HO NpHIlarake Ha e[(MHAIHA 21032 OT OKOI0 290
mg/m?, KOETo ¢ MOYTH 4 ITHTH [0BEYE OT NpeNOPHIBAHATE KATa/IH2 21032,

B cayuail Ha mpexo3MpaHe ChCTOSHHECTO HA NAMEHTA Tpabsa Aa ce cied 49pe3 Gposd HA KPHBHHTE
KITeTKH M Ja Ce TPWIara NOAXbPKANIO eueHne Mpy Hyxa. Hama nosuar crnetHdHICH aHTHAOT NPH
Npe/IO3UpaHe C A3aLTHANH.

5, @OAPMAKOJOI'MYHY CBOHCTBA

5.1 @apMaxKOXHHAMEYHH CBOHCTEA

dapMakoTepanebTHIHa IpyIa: ABTHHEOMTACTHIHH CpeficTBa, MPUMHIMHOBH aHanosd; ATC xoz:
LOIBCO7

MexaHiu3bM Ha JeHCTBHE

TIpuema ce, 9e a3aUMTHANH OCHIECTBABA AaHTHHEOIUTACTRIHHTE CH edexTH upes pasmIHH MeXaHHIMM,
BKIIOUMTENHO [MTOTOKCHIHOCT BHPXY &OHOPMMHTE XEMONOCTHMHH KICTKH B KOCTHMZ MOSBK H
xunomeTwipae Ba JIHK. I{@roTokcHYHHTE €eKTH Ha a3aUWTHIHMH MOXC la ca pesyaTrar oT
PasMYHH MEXAHM3MH, BIOTIOUMTEJIHO HMHXMOMpaHe HA CHHTE3RTa Ha JHK, PHK u nporenHu,
snousanero My B PHK u JITHK u akruBupae Ha MEXaHH3MHTE Ha YBPEAAHC HA JHK.
Henpomudgeprapagyre KISTKH €A OTHOCHTSIHO HETYBCTBHTCIIHH KBM asanuTHAMH. BxinogsaneTo Ha
asanyriymd B JHK Boam N0 HHAKTHBHpaHe HA TTHK-merHnTpascdepasure, BOACMO JO
xumiomeTwmpane ga JIHK. Xunomerwmpanero Ha JIHK Ha NOTpemHo MCTHITHPAHH T'CHH, yHACTBRIRN
B HOPMAJIHATA PeTyNalWi HA KIeTHYHAL LUK, AUPEePeHIMpAHE W MCXAHHIME Ha CMEPT, MOXKe AA
JoBezie O HOBTOPHA KCIPeCHs Ha NeHH H BR3CTAHOBABAHE HA TYMOP-TIOTHCKAIIHTE QyHKIMH CIPAMO
TyMopHUTe XiIeTKH. He € YCTaHOBCHO OTHOCHTENHOTO 3HAYEHHE 324 KIMHAYHHA Pe3yiITaT Ha
xunomeTiwpadero Ha JTHK B cpaBHeHre ¢ LIITOTOKCHIHOCTTA HAH APYTHTC JelicTeHA HA A3ALMTHNHH.

Kiannuana epuKacHoCT B 6€30NaCHOCT _
Buvspacmua nonyrayun (MDS, CMML u AML [20-30 % xocmuomosvynu bracmu / iglsice
6e30mACHOCTTA HA ASAIMTHIMH Ca OuwnM Ipoy4eHH B CIHO MCOKIYHAPOAlN ‘z(? RSPt
KOHTPOJIKPAHO, OTBOPEHO, PAHAOMH3HPAHO, ¢ NApANE/HA FPYITH CPABHHTENHO '::_! INCIOT-§1
(AZA PH GL 2003 CL 001) nps pE3pacTHH IAIMEHTH C. MDS ¢ MexAHHEH-2 K By i 3
MesIyHapoaHara nporsocTHaHa Toukosa cucrema (IPSS), pegpakrepHa @ SN, & DT
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6nactd (Refractory Anaemia with Excess Blasts, RAEB), peppakTepHa aHeMus ¢ HIHIIEK HA OnacTH
8 Tpanchopmaums (Refractory Anaemia with Excess Blasts in Transformation, (RAEB-T) wu
MoUbMIMpada XporuaHa MuenomonolpHa Jekemia (mCMML) cniopex ®peHCKO-aMEPHKAHO-
GprTanHcKaTa cHMcTema 3a KilacHuxamua (French American British, FAB). Cnopea HacCToAaTa
knacudaxanua Ha C30 ce mpuema, Ye maupentare ¢ RAEB-T (21-30 % O6nacti) ca ¢ AML.
A3aUHTHINN TUTIOC Hati-106pH ToMIEpAamK rpika (best supportive care, BSC) (n=179) e cpasHen ¢
KOHBEHLMOHAHM TepaneRTHYHH cXeMH. KOHBEeHIMOHATHHTE TEpaleBTHIHH CXCMH €3 BKIOYBAIH
camMo BSC (n = 105), nucka fosza mmrapabud mmoc BSC (n = 49) WM craszapTHa HHIYKIHOHHA
xaMuoTepanms wnoc BSC (n = 25). [pend paHAOMH3HPAHETO NAUHEHTHTE Ca G NPeNBAPATEIHO
{36PAHM OT TEXHHTE JICKADH 34 €Ha 0T TPHTE KOHBCHIMOHATTHE TCPAHCBTHIHY CXeMH. 11anenTyre ca
MO/Ty9aBATH T23H NPEABAPHMTEHO M36panA TEPANIeBTHYHA CXEMa, ako He Ca OW/IH pPaHAOMU3MpAHM 1A
NONMYuABAT asatpariiuy. Kato 9acT oT KpHTEpHHTE 32 BKIIOYBAHE NAIMEHTHTE © TPAGBANO Aa AMAT
dYHKIHOHAIHO CHCTOAHHE (performance status) o Pisrouna oGeuHeHa OHKONOIHYHA Ipyna (Eastern
Cooperative Oncology Group, ECOG) or 0-2. [IanHeHTHTe C BTOPHYCH MDS ca HSKmOYeHHM OT
npoyusameto. IIbpEHuHATA Kpalida TOUXa Ha IMpoyisaHeTo e Omina obuiara NpEeRHMBICMOCT.
A3anUTHIHH € NpHIarad NOXKOKHO B 1032 OT 75 mg/m’ AHeRHOo 3a 7 JHH, NOCEABAHA OT NIEPHON Ha
TOMHBKA ¢ IPOXBRKHTENHOCT 21 AHu (28-IHeBes IMKEI Ha JledeHHe) ¢ MenaHa 9 IHKBIA (mrepBan
= 1-39) u cpeano no 10,2 muxwna. B infent-to-treat nomynaipsra (11T, BCHIK# HAUHCHTH, HESABHCAMO
NATH ¢a IPAKIOTHIH NPOYUIBARSTO) MEMAHATA Ha BR3pacTTa € Gwia 69 romumu (MHTepBan 38 no 88
TOANHH).

- BITT ananmsa ga 358 nagsertd (179 ¢ azanmmsans M 179 ¢ KOHBEHIMOHAIHA TePaleBTHIHA CXEMa),
JIEMCHHETO ¢ A3aMTHIMN e GII0 CRBLP3aHO ¢ MEMAHA Ha NpeXkHBAeMOCT OT 24,46 Mecena cpemty 15,02
Mecella 3a NAIMEHTHATE, JIEKyBaHd ¢ KOHBEHIHOHANHA TEPATICBTHYHA CXEMA, ¢ Pa3uKa oT 9,4 Mecel,
¢be cTpaTHpuIEpana log-rank p-crofiHoet 0,0001. KoedHIHeHTET Ha PHCKA 33 S(EKTa Ha JTEIEHHETO
e 6un 0,58 (95 % CI: 0,43; 0,77). JipyroquinHaTa NPEKUBACMOCT € 6uwia 50,8 % mpu nalMeHTHTE,
NeKYBAMH ¢ a3aLETHIEH, cpenyy 26,2 % NpH HALHEHTHTE, IEKYBAHH ¢ KOHBCHITHOHAIHA TEPANeBTHHA
cxema (p < 0,0001).

1.0
] \\‘ Log-Rank p = 0,0001
D.9 < HR 0,58 [95 % C!: 0,43; 0,77]
‘ 4 CumuprHocT: AZA = 82, CCR = 113
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Tlonsure OT a3aUATHIHH 33 MpEKHUBAEMOCTTa ca OHIM NMOCTOSHHM HE3aBHCHMO OT H306paHOTO B
KOMTpO/HATA TPyNa JieYeHHe ¢ KOHBCHUMOHANHA TepaneBTHYHa cxema (camo BSC, Hucka no3a
pTapabus runoc BSC une craniapTHa HEOYKUHOHHA XuMHoTepartid uioc BSC).

[Tpy ananu3a Ha UHTOreHETHYHHTE MOArpyIH 1o IPSS ca ycTanoBeny nonoOHy NAHHY Y0 OTHONICHHE
HA MeHaHaTa Ha OOMIATA MPEXKMBAEMOCT 32 BCHIKH IpyIH (Ro0pH, MEXKIHHHY, TOMH HUTOreHETHIHH
MOKA3aTE/TH, BKIIOYHTEITHO MOHO30MHA 7). |

Ipy anamiza Ha BS3PACTOBHTE IOATPYNE € HaOMOMABAHO MOBMINABAHE HA MeAHMaHaTa Ha oOmara
NPEXUBACMOCT 338 BCHIKH IpymH (< 65 roguHn, > 65 rofuHy 1 > 75 rogyHH).

JledeHHETO ¢ A3ANMTHAMH € OMAO CBBP3aHO ¢ MENMAHA HA BPEMETO A0 HACTBIIBAHE HA CMBPT HIH
tpaHchopMamua keM AML or 13,0 Mecena cpemyy 7.6 Mecena 38 NAIMCHTHTS, NCKYBAHH C
KOHBCHITHOHAMHA TepaneBTHHHA cXeMa, fiofobpenHe ot 5,4 Mecela cbe crpaTHduitHpana log-rank p-
croimoct or 0,0025.

JIeueHHeTO ¢ ASALMTHAMYH CHIIO TaKa € OO CBHP3aHO ¢ HAaMaNABane Ha IMTONCHHHTE M CBBP3aHHTE C
TAX CHMOTOMH. JIGYEHHETO ¢ A3ANHTHIHH € XOBENO N0 FIOHWKaBaHe Ha HYXIHTE 0T TPaHC(hY3Hs Ha
epHTpolHTH ¥ TpoMmbotuTy. OT NaleHTHTE B FPYIIATA HA JICUCHHE C a3al{MTHAHH, KOHTO ca OMWiIH
3aBHCHMH OT TPanC(Y3HITa HA ePHTPOIMTH B H3XOAHMA MOMEHT, 45,0 % ca cTaHanM He3aBACHMH OT
TpaHC(Y3HATa HA EPHTPOLMTH MO BpeMe HA NIe4eHHEeTO, B cpaBHeHMEe ¢ 11,4 % OT mamWeHTHTe B
KOMOHHHpaHATa Ipylia Ha JeUYeHAE ¢ KOHBCHIHOHAITHH TEPaNeBTHYHH CXEMH (CTATHCTHYECKH SHAYHMA
(p <0,0001) pazmuxa ot 33,6 % (95 % CI: 22.4; 44,6)). I1pu nanpeHTHTE, KOHTO €4 GHIK 3aBHCHMH OT
TpaHc(y3HH HA EPUTPOLIMTH KbM H3XOIHMS MOMEHT M CJIe TOBA Ca CTAHAIM HE3aBHCHMH, MCAHAHATA
HA MPOABJDKUTEIHOCTTA Ha HE3aBHCHMOCT OT TpaHCdy3ust Ha epuTpolHTH ¢ OMia 13 Meceta B rpynara
Ha JICUCHHC C a3al{ITHIHH.

OtroBopsT € G1t olleHABAH OT H3c/enoBaresd win or HezapucuMmara Hajg3opHa koMucHs Independent
Review Committee, IRC. O6muar orrosop (NB1HA peMHCHA + 9aCTHMHA PEMHCHA), OMpEneieH OT
H3cieAoBarens, € 6mi 29 % B rpynara Ha iedeHue ¢ azaiTHaaE H 12 % B koMOBHHpaHaTa rpyna Ha
JICYEHHE ¢ KOHBEHLIMOHAIHYE TepaneBTHIHH cxeMu (p = (,0001). Obmust otroBop (IWHIHA peMHCHS +
YacTH4HA pemucHd), onpenenied or IRC mpu mpoydasanero AZA PH GL 2003 CL 001, ¢ 6mn 7 %
(12/179) B rpynaTa Ha JicdeHHE ¢ a3alMTHIHA, B cpaBaeane ¢ 1 % (2/179) B xomOuEHpanara rpyna Ha
JIe9CHHE C KOHBEHIMOHAIHM TepanieBTHYHH cxemH (p = 0,0113). Pazmikure B OLEHKHTE Ha OTTOBOpPa
or IRC u wscnejgoBaTend ca OWIM pe3ysITaT OT KpuTepHMTe Ha MexayHapogHara paboTHa rpyma
(International Working Group, IWG), xouro m3ncksaT nofaoOpeHre Ha 6pofs Ha KPBBHHTE KIETKH B
nepHpepHATa KPBB H NMOITLPKAHE HA TOBA MOZ00peHie 38 MUHHMYM 56 aay. CHII0 Taxa ¢ YCTAHOBEHA
1034 0 OTHOLIEHHE HA MIPEKHBAEMOCTTA IIPH NAUHEHTH, IHPH KOHTO He € NNOCTUTHAT ITRIeH/dacTHYeH
OTTOBOD CHCH EYCHHETO ¢ A3aIMTHAMH, XEeMATONIOTMYHO NIOA0OpEHHe (roNaMoO HIIH MANKO), CIIOPEA
onpeneneroto ot IRC, e nocTuraaTo npu 49 % OT NaIMeHTUTE, JIEKYBaHH! C a3al[HTHIWH, B CPaBHEHHE
¢ 29 % or nanpeRTHTE OT XOMOMHUPAHATA I'pYNa Ha JIEYEHHE ¢ KOHBEHIIHOHATHM TePANCBTHIHH CXCMH
(p <0,0001).

IIpn nanueHTH ¢ €/jHa WIM [TOBeYe IATOTCHCTHYHY AHOMANHY B H3XOAHWA MOMEHT, NMPOLESHTHT HA
TIALMEHTHTE ChC CHICH LATOTCHETHICH OTTOROP € OHJI CXONSH B IPYIHTE Ha JICUCHHE ¢ a3allHTHANH H
KOMOMHHPAHATA I'PYNa Ha JIeUeHHEe ¢ KOHBSHLMOHAIHH TepaneBTHYHH cxeMH. CinabHAT THTOrCHeTHIEH
OTTOBOP € OMII cTaTHCTHYeCKH 3naq9uMo (p = 0,0015) mo-sucok B rpynara Ha JeYeHHe C a3alMTHHH
(34 %) B cpaBHEHHE ¢ KOMOHHEpPAHATA TPYNA Ha JIeYeHHEe ¢ KOHBEHIHOHAIHH TEpANeBTHIHH cxemMu (10
%).

Buspacmua nonyrayua na 65 unu nogeve zoounu ¢ AML ¢ > 30 7% xocmuomosvunu GARS

HaneHure no-nouy pesy/ITaTH MPEACTABAT YIOMyJalmsTa intent-to-treat, mpoydIBe
(Bx. TO4Ka 4.1 33 ONOOPEHOTO MOKaAZaHME).
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EdukacHocTTa H 6€30MaCHOCTTA HA A3ALWTH/IHH €4 IIpOy4eHH B e{HO MEXKAYHAPOAHO, MHOTOLCHRTPOBO,
KOHTPOXMPAHO, OTKPHTO, IIAPANEHOrPYNoBO (asa 3 NpoyYBase IpH NALHCHTH Ha pE3pacT 65 | opede
rOMAEM ¢ HOBOAMATHOCTHIHpAHA de nove WIH BTODHIHA AML ¢ > 30 % KoCTHOMO3BYHM ONacTH
cnopen KiachukammaTa Ha C30, KOHTO HE Ca NOXOALIH 38 HSCT. Asammmanen nmoc BSC (n=241)
¢ CpaBHeH C KOHBCHIIHOHAIHA TEPACBTHYHA CXCMA. KOHBEHIIMOHAIHATA TEPAINCBTHYHA CXCM& CC
cBCTOH caMo oT BSC (n=45), Hucka no3a uprrapabun mmoc BSC (n=1 58) v craHNapTHA HHTCHIHBHA
XHMHOTEpAIHA C WHTapaGus W aHTpaumwmH wroc BSC (n=44). TlaumMeHTHTE ¢a NPEABAPHTENHO
nogbpaHH OT TexHMTe nekapu 3a 1 oOT 3.T¢ KOHBEHIMOHATIHH TEPAaNCBTHYHH CXCMH IIpCIH
padoME3amAsTa. [laleHTHTS NONyYaBaT NPCABAPHTCIHO nonOpanara cXeMa, ako He ¢a
paHAOMH3HpaHN Ha asauETUAMH. Kato 9acT OT KPHTCPHHATS 38 BKIIOYBAHE C& HIUCKBA NAllHEHTHTE Ja
umat QyHKIHOHATHO cheTogHue (-2 mo ECOG H puToreHeTHYHNA AHOMAIMH ¢ MEKIHHCH HIH cmab
puck. [TupBH9HaTa kpaliHa To9ka Ha POYYBAHETO © o013 NPEKUBAECMOCT.

ASaUMTHIHE € DPANAraH MOJKOXHO ¢ 4032 75 mg/m’ THEBHO 33 7 JHM, NOCTeBAHH OT NEPHOA HA
NOYMBKA ¢ MPOALDKHTENHOCT 21 uH (28-THeBeH KB Ha JieYeHHe), ¢ MeauaHa 6 IAKLIIa |
(urTepsan: 1 ao 28), camo BSC ¢ Meauana 3 nakbia (unTepsan: 1 zio 20), HHCKa J03a HUTapabHH C
MexHana 4 mpxwia (uHreppan: 1 1o 25) M CTaHKApTHA MHTCHIHBHA XHMHOTCPAanui ¢ Meana 2
mmkbiIa (MErepsan: 1 10 3, MHAYKIMOHEH IUKRHJT IUTIOC 1 WM 2 KOHCONMAALIMOHHH LMKEIIA).

OT/leIHATE HAXOJHHM TApAMETPH C4 CPABHHME MEXJIy TPYIIHTe Ha a3aliTHIUH M KOHBEHI[HOHATHA
TepanesTHIHA cXeMa. MennaHaTa Ha BB3PacTTa HA YALMCHTHTE © 75,0 ropurn (rpasmm: 64 o 91
romueH), 75,2 % ca ot Ganara paca u 59,0 % ca MbKe. Ha w3xomuoTo HuBo 60,7 % ca wiacHpuIppasHy
¢ AML, HecnermdMIppana no Apyr HaduH, 32,4 % ¢ AML c1C CBEp3aHH € MHEAONHCIVIAsHE NIPOMCHH,
4,1 % CcBC CBBP3aHK C TepalHATa MUEICHAHH HCOIUIA3MH H 2.9 % ¢ AML ¢ peKypeHTHM FCHCTHYHH
aHOMAIHE criopeX knacupukauuata Ha C30.

Tlpu ITT anamusa Ha 488 naupentd (241 Ha asauMTHAWH H 247 Ha KOHBEHIHOHAIHA TepalleBTHIHA
cXeMa), JIEYEHHETO C alalliTHAWH ¢ CBHP3Ba C MCAHAHA HAa NMPEKHBACMOCT 10,4 mecena cpemy 6,
Mecella 33 NaHEHTHTe, JeKyBaHH ¢ KOHBEHIIHOHAMHA TepaneBTHYHA CXeMa, paiuka ot 3,8 Mecena,
chbe crpaTbuumpana log-rank p-crolimoct 0,1009 (nBycrpanHo). KoeHIHEHTET HA PHCK 38 edeKTa
na newenmero e 0,85 (95 % CI = 0,69; 1,03). Exporommmuara NpexXHBACMOCT © 46,5 % npu
TAlLHeHTHTE, JIeKYBaHH ¢ A3aUUTHINH, cpAMo 34,3 % IPH HALHEHTHTC, JICKyBaHHK C KOHBEHLIHOHAIHA
TEPAICBTHYHA CXEMa.

0o § . - |
| Hecrparudummpas Log_rank = 0,0829 , Crparadummpas Log_rank p=0,1009
0.5 Mexaana Ba opex... Asamrmaxas= 10,4 (8,0,12,7), CCR = 6,5 (5,0, 8,6)
- Cubama N(%): Asamerrems = 193(80,1), CCR = 201(81.4)
§. | ITeraypupan N(%): Asarprrams = 48(19,9), CCR = 46(18,6)
= 07 - Hecrparaduamapar HR = 0,84 [95 % CI: 0,69 ~ 1,02,
i \ Crparadumepay HR = 0,85 95 % CIL 0,69 - 1,03]
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Cox PH mopen, KOpUrHpaH 38 NpeJBapHTEIHO ONpEeNIeHH H3XONHH IIPOTHOCTHIHA thaxTopH,
aeburmpa xoehument Ha puck (HR) 3a AzaiuTiIHH COpIMO KOHBCHIMOHAIHA TCPANICBTHYHA
cxema 0,80 (95 % CI=0,66; 0,99; p = 0,0335).

B JOITE/IHERNE, BEIPEKH U€ IPOYYBAHETO HAMA BE3IMOXKHOCT Ja JEMOHCTPHPA CTATHCTHISCKH 3HATHMA
PalIHKA, KOTATO Ce CPABHABA A3ALMTHIMH ¢ MPEABAPHTENIHO NOADpaHHTe IPyNH Ha KOHBEHIHOHAIIHA
TEPANIEBTHYHA CXEMa, TIPSKUBAECMOCTTA Ha JIEKYBAHHTE C a3alMTHANH NAIHCHTH € MO-NPOALDKUTENHA
B CPaBHEHHE ¢ BAPHAHTHTE 3a JIEUCHNE ¢ KOHBEHLMOHAHA TEpanesTUdHa cxeMa caMo ¢ BSC, vucka
nosa pMrapabun wnoc BSC ¥ ca nonobOHM, Koraro ca CpaBHEHH ChC CTaHIapTHAa HHTCH3HBHA
xamMuoTepamas waoc BSC. |

TIpH BCHYKH Npe/IRapHTEIHO OnpeecHH NoArpyIH [Be3pact (< 75 rofuuu u > 75 roAuHH), HOM, paca,
ysxiponanHo cherogane no ECOG (0 wnu 1 u 2), M3Xo/eH LIMTOT¢HEeTHIEH PHCK (CpeacH cnab),
reorpadickit pertoH, Kiacuuxauns ga AML cnopen C30 (sxmounresHo AML ¢ IpoMeHH, CBBp3aHH
¢ MHEJIOHCILIA3Ns), H3xofeH Gpoii neskomuTH (< 5 x10°%1 1 > 5 x 10%/1), M3X0HHM KOCTHOMO3BYHH
6nacti (< 50 % n > 50 %) u aHamMHesa 3a MDS] chinecTByBa TEHACHIUS 38 00aTa NPCKHBACMOCT B
10132 Ha 23aUMTHANH. B HAKOIKO NPEBAPHTEITHO ONpEACNIeHH MOATPYIH obmara NpeKHBACMOCT H
KOSPHIHERTHT Ha PHCK JOCTHIaT CTATHCTHYECKA 3HAYHMOCT, KATO BKIIOMBAT MALHEHTH CBC cnad
LIATOTeHEH PHCK, MAMEHTH ¢ AML Che CBRP3aHH ¢ MHEIONHUCIVIA3ZNA IIPOMEHH, NALAEHTH < 75 TOAHHH,
MAOHeHTH JKEeHH Y ManMeHTH oT OAnara paca.

XeMaTOIOTHYHHAT H HMTOreHeTUSHHAT OTTOBOP Ca OLCHeHH oT uscnenosatens H or IRC ¢he cxoamm
pesyararu. O6muatT orrosop (oiaHa pemucus [CR] + mpiHa peMECHA ¢ HENBJIHO Bh3CTAHOBABAHC HA
6pos kphBHHE KieTkH [CRi]), onpeaenen ot IRC, e 27,8 % B rpynara Ha asaupTiinH H 25,1 % B rpynara
Ha KOMOHHHpaHA KOHBeHIMOHANHA TepaneBTHuHa cxema (p = 0,5384). Ilpw nanmeHTHTE, KOHTO
nocturar meiaHa pemucas wiM CRi, Me/HanaTa Ha TPOXR/DKITEIHOCTTa Ha peMucusTa e 10,4 mecena
(95 % CI=7,2; 15,2) 33 nanuenTHTe Ha asauETHOuH B 12,3 Mecena (95 % CI1=9,0; 17,0) 3a nan@eHTHTE
HA KOHBCHLHOHAIHA TepPANEBTHUHA cxeMa. JIeMOHCTPHpaHa € CHINO MNoNA3a 33 NPEeXKUBICMOCTTa IPH
NAlMeHTH, KOUTO HEe NOCTHTAT ITRJICH OTrOBOP NPH a3alMTHAMH B CPABHCHHC ¢ KOHBCHIIHOHAJIHATA
TepaneBTHYHA CXeMa.

JlewenueTo ¢ azaiuTHAHH noAobpasa Opof Ha KPHBHMTE KieTKM B NepHdpepHaTa KpHB H BOJH J0
MOHIKABAHE HA HYKAWTE OT TpaHcdy3Hy Ha epHTPONMTH H TpoMOoLHMTH. [la/icH NalleHT ce CMATA 32
3ABHCHM OT TPaHCY3HA HA PHTPOLMTH MIIH TPOMOOIHTH Ha H3XOIHO HMBO, aKO TO3H MAHECHT € HMAal
¢MHA HIH NoBede TpaHChY3MH HA SPHUTPOLMTH WiH TpoMOomuTH mpe3 56-re mm (8 cexvqunn)
PECTIEKTHBHO AO MIIH IIpe/iH paHaoMH3amaTa. JJaieH NAIHEHT Ce CMATR 38 HE3aBUCHM OT TpaHChysus
HA EPUTPOLMTH HIH TPOMGOLUWTH N0 BpeMe Ha NEPHOAR HA JICYeHHE, AKO TO3K NANHMEHT He © MM
HAKAKBH TpaHC(py3HH PECHIEKTHBHO Ha epHTPOLHTH HIM TpoMGouHTH npea HATO €NAH OT 56-Te
TNIOCTIEXOBATEITHY JTHHU Npe3 OTYETHUSA NEPHOA.

OT manMeHTHTE B IPYNaTa Ha a3aldTHAMH, KOMTO ca 3aBHCHMH OT TpaHCQy3nd Ha epPHTPOLIMTH Ha
H3XOAHO BHBO, 38,5 % (95 % CI = 31,1; 46,2) crasar He3aBHCHMH OT TPaHC(Y3ud Ha ePHTPOLATH 1O
BpeMe Ha MepHOAA Ha JICYCHHETO, B cpapHenue ¢ 27,6 % (95 % CI = 20,9; 35,1) or nanmeHTHIC B
IpyliUTe Ha KOMOWHMpaHAa KOHBEHIMOHANTHA TCpaleBTH4HA cXema. IlpH IAIMERTHTE, KOHTO Ca
3aBHCHMH OT TPaHC(Y3H1 Ha CPHTPOIMTH HA H3XONHO HMBO H NIOCTHTAT HE3ABHCHMOCT OT TpaHCRy3us
C JIGYeHHETO, MEIHAHATA HA IPOTB/LKMTEIHOCT HA HE3ABUCHMOCTTA OT TPAHC(Y3Us HA CPUTPOLIATH €
13,9 Mecena B rpynara Ha a3alHTHAHH B He C¢ AOCTHTHA B [PynaTa Ha KOHBEHIHOHAJIHA TepalleBTHIHA

CXeMa. /“—‘e“m

" Or maiHeHTHTe B FPyNaTa Ha asalliTHOMH, KOHTO Ca 3aBHCHMH OT TPaHCQY3HA HE e Bouje ;

H3XOJHO HUBO, 40,6 % (95 % CI =30,9; 50,8) crasar HesaBucHMY OT TpaHCQY3HA HA $pY .-_. nY
BpEME Ha NIEPHOAA Ha JEYCHHMETO, B cpasHeHue ¢ 29,3 % (95 % Cl = 19,7; 40,4 }|oE naak
IpynHTe Ha KOMOMHHpaHa KOHBEHUMOHAIHA TepameBrTHuHa cxeMa. Ilpn \ a1 e

3ABMCHMH OT TPaHCY3HA HA TPOMOOLMTH HA H3XOHO HABO M IIOCTUATAT HE3ABHCHMOK,
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C JIEUeHHETO, MEJHAHATA HA [IPOABDKHTETHOCT Ha HE3ABHCMMOCTTA OT TpaHChy3ua Ha TpOMOOIMTH €
10,8 mMecena B rpynata na azaupaaus ¥ 19,2 Mecena B rpynara Ha KOHBEHI[HOHATHA TEPANCBTHIHA
CXEMa. |

O6ycnoseHOTO OT 3aApaBeTo KadecTso Ha xHBOT (Health- Related Quality of Life, HRQoL) e oneneno,
Kato ce H3mon3ga OCHOBHHMAT BHIIPOCHHK 38 KA4eCTBOTO Ha xXHBOT Ha EBponelickaTa opranH3anig 32
H3cleABane | JeueHde Ha paka (European Organization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). Hanuure 32 HRQoL 6uxa morm na Gpnar
aHAITM3UpAHH 33 MOATPYNA OT IIATA NOMyAAUMA 33 M3NHTBaHeTo. BBNpekH OrpaHWdeHHATa TIpH
AHAIH33, HATMYHHTE JaHHW NPEONONarar, 9¢ NalHedTHTe HE NPeTHPIYBAT 3HAYMMO BJIOIIABAHE HA
K&4EeCTBOTO HA XUBOT M0 BpeMe Ha JICUCHHETO ¢ a3alldTHINH.

Heouampuuna nonyrayus

Ilpoyasanero AZA-JMML-001 ¢ Mexaynapoano, MBOTOLIEHTPORO, OTKPHUTO NipoyduBaHe OT ¢dala 2 3a
OLICHKA HA papMakoKHHeTHKaTa, dapMakoAUHAMHKaTA, O€30MACHOCTTa H AKTHBHOCTTA HA a3alATHITHHE
npexyd HSCT mpn nequaTpraHE Nai{HeHTH ¢ HOBOAHArHOCTHI{MPaHK Hanpemuaym MDS mmm JMML.
OcHoBHAaTa [eNl HA KIMHMMHOTO NPOyYBAHE € []a OLEHH edeKTa OT ajauHTHAMH BHPXY CTeNeHTa Ha

orrosop B Liuksn 3, Hen 28.

IammerTre (MDS, n = 10; JMML, n= 18, 3 Mecena no 15 roaunn; 71% OT MBIKKH [10M) Ca JIEKYBaHH
HHTPABEHO3HO C a3alMTHAMH 75 mg/m?, BenHtK AHeBHO B JInd 1 go 7 ot 28-qHEBeH LMK 38 Hail-
Manko 3 ¥ Hal-MHOTO 6 IHMKLJIA.

Bxmousanero B rpynata ¢ MDS B npoyusaHeTo e cripsHo cief 10 naipenTn ¢ MDS nopaau mvnca Ha
ethuxacHoCT: npH Te3u 10 GaiMeHTH He ca pernCTPUPaHH MOTBBPACHH OTTOBOPH.

B rpynara ¢ JMML B npoyusasero ca Bkmouenn 18 mawmenru (13 PTPNII, 3 NRAS, 1 KRAS
COMaTH4YHH MyTALIMH B | KIMHHYHA AuartHo3a 3a Heppodubpomaroza Tim | [NF-1]). IHecrranecer

MANMEHTH Ca 3aBBPUIHIIN 3 UHKBJA OT TepalHaTa X 5-Ma OT TIX ca 3aBbpmaH 6 upxeaa. Oompo 11

narpesTH ¢ JMML ca uManme ximHHaeH otrosop B ks 3, Jlen 28, ot Te3u 11 yaacTrvm, 9 (50%)

YHACTHHIH Ca& HMaIH MOTBBPCH KiinHdeH orropop (3-Ma ywactHuIM ¢ cCR B 6-Ma yyacTHHH ¢ cPR).
B rpynata naienrn ¢ JMML, nexysamm ¢ asaumTuauH, 7 (43,8%) mammentH ca MMaiM TpaeH

TpombonTen otroeop (6poii > 100 x 109/]) n 7 (43,8%) ca ce HyKOaelIH OT KPHBONPEMBAHHA NPH

HSCT. 17 ot 18 ca npomsmxumu ¢ HSCT.

ITopaau Am3alida Ha poy4yBaHeTo (ManbK Opoli NallHEeHTH H pasiWIHH CMYLIABaIlH (akTOpH) OT TOBA
KITHHHYHO [POYYBaHEe He MOKe A ce HaMpaBH 2aKMIOYeRne AalH asanuTuand npend HSCT noaoGpssa
NPEXMBACMOCTTA NPH naiesTUTe ¢ JMML.

Ilpoyasanero AZA-AML-004 e MHOTOLEHTpPOBO, OTKPHTO NpoydyBaHe (daza 2 3a ONEHKA Ha
OezomacHocTTa, dapMakoTHHAMUKATA ¥ ©(UKACHOCTTA HA a3alUTHANH B CPABHEHME C JICYEHME,
Pa3sIH4YHO OT MPOTHBOPAKOBO ITPH ACLA M MJIAH BB3pacTHY ¢ AML npu MoJeKyldpeH peHHIHE CIIEX
CR1.

Cenem namuenTu (Cc MeanaHa Ha Bs3pacTTa 6,7 rogunm [auanaszoH ot 2 Ao 12 rogunn]; 71,4% ot xouTo
Ca OT MBXKKH TIOJI) ¢a JIeKyBaHH ¢ asamurauH 100 mg/m2 aHTpaBeHO3HO BeHbXK JHEeBHO B JIvw 1 no
7 oT BCeKH 28-HEeBEH UKD 33 MAKCHMYM 3 LIHKBJIA,
IIpu neTHMa NanyeHTH € YCTAHOBEHA MUHHMAHA ocTarbdHa 6onect (minimal residual Jiges SR
B Jlen 84, xaro 4 naupeHTH ca JOCTHIHAM HIH MOJEKYJILpPHO craﬁﬂnmup Y (e N
MOJeKyJIpHO noaodpenue (n = 1), a | manHeHT e UM KIIMHHYCH PELHEHB. I.HecT / K .
[95% CI = 0,4, 1,0]), mekyBaHH ¢ asalFTHAHH, ca HOAIO0KCHH Ha TPaHCIUIE ‘? AL -s N
cTRONIOBH KietkH (haematopoietic stem cell transplantation, HSCT). e _4; FA g '
. ) /.
st
R
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TMopaas Mankug pasMep Ha H3BaJKaTa e(PUKACHOCTTA HA A3AIMTH/IHH NpH NEIHATPUTHH NAIHEHTH C
AML He MOXe Za ce YCTaHOBH.

Bukre Touka 4.8 32 uudopManms 3a 0€30MaCHOCT.

52 @apmMakOKHHETHYHH CBOHCTBA

AGcopbuua

Cliel MOAKOXKHO TPWIGKEHHE Ha eMHHYHA fo3a 75 mg/m’, azauMTHaMH ce abcopbmpa OBp3o c
BHPXOBH IIa3MeHH konuenTpaiu# 750 + 403 ng/ml, xonro ce aocrurar 1/2 9ac ciefl NPHJIATAHE HA
no3ata (MOMEHT Ha B3€MaHE Ha IIPBHTE NpoOH). AGcomoTHATa OHOHATHYHOCT Ha A3aUHTHAAH CIICA
NOAKOKHO NPHIOAKEHAE B CPABHEHHME ¢ HHTPABEHO3HO NMPHAIOKEHHE (€IMHHYHH 103H OT 75 mg/m?) e
6ria okono 89 % no aanny 3a wiolgra nox Kpusara (AUC).

[Tnoinra mox KPHEATA M MAKCHMAJTHATA IUIA3MEHA KOHIIEHTPAIUS (Cmax) MIPH MOAKONKHO MPHNOKCHHE
HA A3AIATHMH ¢4 NPHOIHIATEIHO HPONOPLUHOHAIHE B PAMKHTE Ha JO30BHA Auana3oH ot 25 ao 100
mg/m’.

Pa3 (31 (5
Cie MHTpaBEeHOIHO NMpHIATAHE HA J03aTa, cpelHHAT 06eM Ha pasmpefenenue e 6mn 76 £ 26 1, a
CHCTEMHMAT KIMpPEHC € Omr 147 += 47 LVh.

bni C M

B13 OCHOBAa HA IAHHHTE OT in Vifro NpOydYBaHHA, MeTabo/NmM3MbT RA A3ALMTHANMH HC HW3INIEKAA
OCBIICCTBEH OT H3oeH3uMuTe Ha mrToxpoM P450 (CYPs), UDP-rmoxyporoswiTpancdepasure

(UGTs), cyndorparchepazure (SULTSs) n rayraruon-tpaHcdepaznre (GSTs).

ABAIMTHIHH MNpeThpHiaBa CHOHTaHHAa XWIPONH3a H JAe3aMMHMpaHe, MCOWMpaHO OT LHTHAWH
Ae3aMMRa3aTa. B goBemkd gepHoapoSHu S9 dpakumy PpopMHpaHeTO HA MCTADONHTHTE € HE3aBHCHMO
or NADPH, xoero npeanonara, 9¢ MeTab0IM3MEBT Ha a3alfUTHIHH HE ¢ MEAHHPAaH OT H30CH3AMHIC HA
naToxpoM P450. In vitro npoyqdsaHe Ha a3alMTHIHNH B KYJITYPH OT YOBCLIKH XCIATOLMTH JIOKa3Ba, 4¢
npH KoHmewrpalmu or 1,0 uM mo 100 uM (1.e. Ko KOHUEHTpatH okojo 30 mwbTH NO-BHCOKHM OT
JOCTHXMMHTE B KIHHWIHH YCI0BUN), asaiTumeH He maaymmpa CYP 1A2, 2C19, 3A4 wmn 3A5. IIpn
NpOy9IBaHUA 33 OLICHKA Ha HHXUOHpaHeTo Ha nopeawa ot P450 uzoensumu (CYP 1A2, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 u 3A4) asawurazur mo 100 uM me Boau ao uHxmOmpane. CaenosarenHo CYP
eH3IMMHOTO MHAyLHpaHe MM HHXuOHpaHe OT asalMTHAHH B JOCTIDKHMM IPH KIHHWYHH YCIOBHA
TUIA3MEHH KOHLICHTPALMH € ManKO BEPOATHO,

EnnmMunpparie

ASalMTHAKH ce H3YMCTBA GHP30 OT IUIA3Mara ChC CpefieH NONYKHMBOT HA eMMHHHpaHe (tx) ciien
NOAKOXKHO MpHTokerHe or 41 + 8 MunyTH. ClleR IOAKOXHO NpWIoKeHHe Ha 75 mg/m? azanmTHAn
BEAHEBXK JHEBHO B MPOAB/DKEHUE Ha 7 AHM He HACTHIBA KyMyJauus. OCHOBHHAT BT HA QIHMHHADAHE
Ha a3alMTHIWH W/ HIM HETOBHTE METAOOMTH € eKCKpelHA ¢ yYpHHaTa. Chex HHTPABEHO3HO H MOJKOXHO
MprIcKeHHe Ha 1“C-asaHTHAHH cHoTBETHO 85 1 50 % OT npHIoxEeHATa PATHOAKTHBHOCT Ce OTKPHBA
B YpUHAaTa, H0KaTo < 1 % ce oTKpHBa BBB (HEKaIHHTE.

Che nonyn

He ca npoy4BanH odHIMATHO edexrure HA 9epHONPOGHO yBpea/Iane (BX. TOIKA 4,
WIHK paca BEPXY (papMaxOKHHETHKATA HA a3aI{HTHIH,

He&uampuqua NONyAaYUA
B IIpoyusasiero AZA-JMML-001 dapmakoKMHETHHHHMAT aHANH3 ¢ 00ycIo
natpenTd ¢ MDS u 18 neanarpuany nappentd ¢ JMML B Jlen 7 Ha
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Menuanara (qHANA30HET) Ha BH3PACcTTa Ha mammentHre ¢ MDS e 13,3 (1,9-1 5) romm 1 2,1 (0,2-6,9)
rOAWHH 3a namueHTHTe ¢ JMML. |

CneJ HHTPaBEHO3HO MPHICKEHHE Ha 032 75 mg/m2, asauaTHaAH OBp30 NOCTHTA Cpax B PAMKHATE HA
0,083 yaca B nonynaupmTe ¢ MDS 1 JMML. FeoMeTpianmTe cpeHE CTOMHOCTH HA Cuax ¢ 1797,5 H
1066,3 ng/ml, a reoMmeTpuiKHTe cpeaHH croiHOCTH Ha AUCo ca 606,9 1 240,2 ng-h/ml croTBeTHO
npu nauHenTure ¢ MDS 1 JMML. eoMerpuunUTe CpeaHH CTOMHOCTH Ha 00eMa HA pasnpeAeneHAe
 npu ygactHanmre ¢ MDS u JMML ca crorserso 103,9 u 61,1 1. Okaspa ce, ae ofmara nnasmMeHa
EKCTIO3HIMHA Ha A3AUMTHINH € IO-BHCOKA NpH yuacTHHIMTe ¢ MDS; 016enq3aHa e obaye cpeaHa xo
BHCOKA BAPHATHBHOCT MeXy naugentuTe kakro 3a AUC, Taxa # 33 Cax.

eoMeTpHIHUTE CPEeAHHM CTOMHOCTH Ha t2 ca 0,4 u 0,3 daca, a reOMETPHHHNTE CpeTHM CTORHOCTH HA
KTHpBHCa ca 166,4 u 148,3 I/h croTeeTHO 38 MDS M JMML. -

dapMakoxureryaHaTe AaBni ot IIpoyusaHero AZA-JMMIL-001 ca ob¢muHen H CpapHCHH C
tbapMaKOKHHETHIHUTE JaHHH OT 6-Ma BBL3pacTHH ydacTHHUH ¢ MDS, Ha KOHTO e NpHiIaraH
MHTPaBCHO3HO asaumTHuH 75 mg/m2 B Ilpoyqranero AZA-2002-BA-002. Cpeaunre cTofiHOCTH HA
Cmax 1 AUCO-t 33 asauHTHAHH €4 CXOJHH MEXKIY BL3PACTHH H NEAMATPHYHA NANHCHTH ClISJ
MHTPABEHO3HO NPHIOKEHHE (croTBeTHO 2750 ng/ml ciipaimo 2841 ng/ml 1 1025 ng-h/ml cnpamo 882,1
ng-h/ml).

B npoyuranero AZA-AML-004 GapMaKOKHHETHYCH AHANM3 € HANpPABCH MpH 6 OT 7 NeaHATPHIHHA
MAUMEHTH, PH KOHTO € Owio BB3MOXKHO, clel NMPWIOKEHHe Ha jA03ara, Ja c6 HM3MCPH MOHE €HA
KOHICHTPAIW 32 HEeNUTe HA hapMaKOKWHETHIHHA aHAM3 (BiokTe To4ka 5.1). MemHanara Ha BR3pacTTa
(nmana3oH) Ha narenTuTe ¢ AML e 6,7 (2-12) roaunu.

Cnen MEHOIOKpaTHO MPWIOKeHHE Ha 103U o 100 mg/m2, cpeauTe reomeTpHYHH CTOHHOCTH 38 Cmax M
AUCp1au B Hen 7 or Iuxkwn 1 ca crotBerro 1557 ng/ml u 899,6 ng-h/ml, npu Habnropnarana BucoKa
HHaMeanyara sapuabunaoct (CV% crorsetro 201,6% u 87.8%). Asaimanud € aocturyHan O5p30
Cmax, -¢ Melldana Ha BpeMero a0 jgocturade 0,090 yaca cnesy HHTpABEHO3HO NMPHIOKEHHE M Ce €
NOHIDKHA ChC CpPeHA reoMeTpudHa crodHocT t1, 0,380 uaca. CpegHuTe reoMeTpHYHH CTOHHOCTH Ha
KIHpBHCA H o6eMa Ha pa3npeze/ieHHe ca crotBeTHO 127,2 Yhn 70,2 1.

(Dapmmlcméwmqua'ra eKCIO3MIMA (Ha asanuTHiMH), HaGmonzasadHa npd geua ¢ AML mpu
MoseKyspen peuuaus cien CR1, € cpaBuiuMa ¢ eKCIIo3HIMATa oT cGophure AaHHM 3a 10 aea ¢ MDS
n 18 nena ¢ IMML kaTo ChIno Taxa € CPaBHEMA ¢ EKCIO3HLAATA OpH BE3pacTHH ¢ MDS.

BuOpeuHo yBpexknane -
B10pedHOTO YBpeKIaHe HAMA OCHOBHO BLajelicTBHE BhpXy (apMaKOKHHETHYHATA EKCIIO3HIMA HA
Q3ANMTHAMH CJel COHOKPATHO H MHOINOKpaTHO NOAKOKHO npuaokerne. Clex NoaKoKHO
IpAIOXEHHe Ha CANHHYHA o33 75 mg/m? cpemnure croiHocTH Ha excnosHimaTa (AUC # Cug) NpH
TNALIHEHTH C JIeKO, YMEpEeHO H Texko Ou6pedHo yBpexaHe ce yBeIHYABAT ChOTBETHO ¢ 11-21%, 15-
27% u 41-66%, B cpaBHEH¥ME ¢ MAKMEHTATE ¢ HOpMaTHa GrOpedna ysknus. Exnosnmara obade € B
. pAMKHTE Ha cHINMA obIN HMHana3’oH HA eKCIIO3HLHA, HabmoJaBaH NpH NALMEHTHTE ¢ HOPMATHA
6r6peana GyHKIA. A3aLMTHERH MOXe fa OB/Ie MPIIOKEH Ha NaldeHTH ¢ 6p6pedHO yBpexaane 6e3
TLPBOHAYANHO KOPHIMpaHe Ha [03aT4, NpH YCIOBHE, 4e Te3W NaHeHTH ce Halmonasar 3a
TOKCHYIHOCT, Thii KaTO a3aUUTHANH W/ MIH HEroBHTC MeTAa0OIMTH €€ €KCKPeTHPAT OCHOBHO 4pe3
ou0penmTe.

- DapMAKOICHOMMKA
He e npoyusan opHIHANTHO e()EeKTHT OT HIBECTHUA NOMHUMOPGHHIBM Ha Iy
MeTalboMH3Ma Ha a3alMTHAKH.

5.3 IlpeaxnraEvuns NauHH 33 GesonacHoCcT
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A3AUETHIHH HHIYIMPA in Vitro KaKTO T'¢HHW MYTAI[HH, TAKa H XPOMO3OMHM abepaliid B CHCTEMM OT
GakTepHaHE KICTKH M OT KieTkH Ha Gosalinmiy. Kasepore HHRAT NOTeHIMAT Ha a3alliTHAMH ¢ Ol
MPOYYECH MPH MUINKH U ITEXO0BE. A3AIMTHIMH ¢ MHAYIIHPAJI TYMOPH Ha XeMONIOCTHIHATA CHCTEMA NIPH
’KCHCKH MHINKH [pH HHTPaIEPUTOHCATHO IPHICKeHHE 3 ITBTH CEeAMHMYHO B MPOABDKCHHE Ha 52
CeAMHMLIM. YCTaHOBEHA € MOBAINECHA YeCTOTa HA TYMOPH Ha JMMGO-PETHKy/IapHAaTa CHCTeMa, Oeiud
Apo0, MICYHHTE MJIE3H H KOXKaTa NPH MHINKH, JIEKYBaHH ¢ HHTPANCPHTOHEANHO IpPHIOKEH
asaldTHOHH B IpoAnDKeHHe Ha 50 ceqmum. [IpoyuBane Ha TyMOpOreHHHA NIOTCHLIMAN NIPH IUTHXOBE
NIOKA3Ba NIOBHILEHA YECTOTA HA TYMOPH Ha TCCTHCHTE.

[IpoyusaHMATa HA paHHATA €MOPHOTOKCHYHOCT NMPH MHUIDKH MOKa3BaT 4ecToTa OT 44 % Ha
HHTPAYTCPHHHATA eMOpHUOHAJIHA CMBPTHOCT (TIOBHIICHA  pe3opOuEsA) cled  eXHOKPAaTHO
HHTPANICPHTOHECAIHO HIDKEKTHpPaHe Ha a3alMTHAMH N0 BpeME Ha OpraHOreHe3aTa. YCTAHOBEHH ca
HApYIICHHA Ha Pa3BHTHETO HA MO3BKA NPH MMIIKH, HA KOHTO € NPH/IAaraH a3allHTHAHH NpeH HIH B
MOMCHTA Ha 3aTBAPAHETO Ha TBBHPAOTO Hebne. IIpH ITEX0Be a3alUTHAMH He € NPEAM3IBHKAII HEXCIAHH
peakiid, Koraro € OHU Npwiarad Ipeqd MMILTAHTALHATA, HO O9CBHAHO ¢ 611 eMOPHOTOKCHIEH NIPH
[IpHJIaraHe 0 BpeMe Ha opraHoreHezarta. QeTalHHTe AaHOMAJIHH IO BpeMe Ha OpraHOreHe3aTa IpH
ILTEXOBE BRMouBaT: anomanuu Ha [[HC (exzennedamis/enuedanorene), aHOMaTHH Ha KpaHHHIHTE
(MHKpOMENTHS, KPHMBO CTBHIANO, CHHIAKTIWIAYA, OJWrojakKTHWIMA) M Jpyrd (MukpodTanMmus,
MHKPOTHATHSA, TacTPOCXH34, OTOK H AaHOMAJIHM Ha pebparta). |

IlpunaraHeTo Ha asalHTUAMH Ha MBXKKH MHIIKH OpedHd YAGTOCBAHETO MM C JKCHCKH, Ha KOHTO He €
NpHJIArad, € JOBeso A0 HaMaleHa IVIOAOBHTOCT H 3aryda Ha NOKOJCHHETO MO BpeMe HA CIIeABAIOTO
eMOPHOHANTHO WM FOCTHRTAJIHO pa3puTHe, IIpmiaraHeTo My Ha MEBXKH TOTBXOBE € JOBENO JO
HamanidBaHe Ha TEerJIOTO Ha TeCTHCHTE H eMHAHAHMA, HaMalleH Opoli Ha cniepMaTO30HANTe, HAMAJEHa
YeCTOTA HA OpPEeMEHHOCTHTE, IOBeYe aHOPMANHN eMOPHOHHM M INOBMIIEHA 3ary0a Ha eMOpHOHM mpH
TH(TOCAHHTE ¢ TAX XEHCKH (BXK. T0UKa 4.4).

6. ©®APMAIEBTHYHHM JAHHH
6.1 Chnuchbk HA NOMOLIHATE BEIECTBR
Masnwron (E421)

6.2 HecoemecTamocT

To3n nekapcTBEeH NPOAYKT He TpAGBa Ia ce CMECBA ¢ APYIH JIEKAPCTBECHH MPOAYKTH, € HIKIMIOYeHHE HA
IOCOYEHHUTE B TOYKS 6.6.

6.3 Cpoxk na rognocr

Hepasnevaran $nakoH ¢ opax: 3 rofMHu

Cnea npHroTBAHE:; |
Koraro AsauHTHIIHH ce pa3TBapA C BOAA 34 HIDKESKI[HH, KOSTO HE € OXJIANEHA, € JIOKA3aHa XMMHYIHA o
¢u3ugHa cTabwiHOCT MpH yrioTpeda Ha NPATOTBEHHA JIEKAPCTBEH NpoAyKT NMpH 25°C B Npoxb/bKECHAE
Ha 45 muHyTH ¥ nipH 2 °C go 8 °C - 3a 8 uaca.

CpOKBT Ha rOAHOCT HA NPHrOTBEHHA JICKAPCTBEH NMPOAYKT MOXKE 14 CE MPOXBIDKA, K
ce n3noi3Ba oxnageHa (2 °C no 8 °C) sona 3a mixeKupH. Koraro A3aUMTHANH ce
(2 °C no 8 °C) Boza 3a HIDKeKLMH, XHMHYHATA H QU3HIHATA CTAOMIHOCT NpH yNoTiels A
JEKApCTBEH MPOAYKT € AokaszaHa npH 2 °C xo 8 °C B mpogrinkeHHe Ha 32 daca.
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Ot MUKpOOHOIOTHYHA TTICAHA TOYKA NPHTOTBCHHAT MPOAYKT TpalBa a ce H3NOII3BA Be/HATA. AKO He
ce M3NON3Ba BEAHATA, TIOTPEOMTENAT CaM OMNpeNieNis BPEMETO H YCJOBHATA Ha CBXpRHCHHC TIpeIM
ynorpeba, HO He TPAOBA Na ro CHXpaHiBa MOBCHE OT 8 gyaca ripu 2 °C z0 8 °C, Koraro 3a pasrsapaHe ¢
H3MOJI3Ba BOJIA 33 MIDKEKITHH, KOATO He € OX/Ia[ieHa, HIIH He TI0BeHE OT 32 gaca, KOraTo 3a pasTBapiHe
ce wanonaea oxnasena (2 °C xo 8 °C) Boga 3a HEDKCKIMH.

6.4 CoenHajJHR yc/JIOBHA H3 CbXpAHEHHE

HeoTBOpEHHU OHH
To3K nekapcTBeH NPOXYKT HE M3ACKBA CIICIHANHH YCAOBHA Ha CHXPAHCHAE,

[IpurorseHa CycrieH3ud
3a YCROBUATA HA CHXPAHCHUE ClIe]| PA3TBAPAHE HA ICKAPCTBCHHA POLYKT BIDKTE TOYKa 6.3.

6.5 Bnuau chAbpPXKAHHE HA ONMAKOBKATA

Besneeren cToKiIeH (uiakoH Tn I, ¢ ryMeHa 3amymmaika ¥ anydHHHCEA Kanadka (6ana 3a 100 mg u
opamxesa 33 150 mg).

KonuvuecTBo B OIIAKOBKA.
1 ¢naxoH ceappxam 100 mg asalTHHH
1 pnakoH chabpkaw 150 mg a3alMTHAHH

6.6 CuemHanHH DpeJNa3HH MEPKH NPH HIXBBLP/ARAC H pabora

IIpenopska 3a GezonacHa pabora

A3ALATHIEH € IATOTOKCHYEH JIeKAapCTREH NPOAYKT M MOXOOHO Ha IPYTH NOTCHIHAHO I TOTOKCHIHH
CLCTABKH © HEOGXOIMMO PHMMANFE NpH padoTaTa H NMPUIOTBAHCTO HA CYCTICHIWATA A3ATATH/IMH.
TpaGsa Aa ce NpWiArar NpPONEAYPHTe 33 MPABAIHA pa6ora ¥ H3XBERP/AHE Ha AHTHTYMOPHH
NeKapcTBeHH MIPOAYKTH. -

ITpH KOHTaXT Ha MPATOTBCHHA a3alMTHIAH ¢ KOXaTa HeaaGaBHO H3MuliTe OGWIHO ¢ Boza 1 camyH. Ilpn
KOHTAKT ¢ JINTABHIIATE M3IUIaKHEeTe OOHIIHO ¢ BOAQA.

Bpemennn xeHU He TpaGsa Ja padoT4T ¢ TO3H ICKApCTBEH MPOIYKT.

IMpouenypa 3a DPUrOTBIHE
AszanpTHane TpsaOea Aa ce pasTRapis ¢ BOJA 33 HIDKCKLHH. CpokbsT Ha TOQHOCT H8 NPHIOTBCHHA

JEKApCTBEH MPOAYKT MOXE Aa Ce TIPOABIDEH, KaTO 33 PasTRApAHS Ce wanonasa oxnanena (2 °C mo 8§ °C)
BOJIA 38 MIDkeKiy. TTompoOHOCTH 3a CHXPAHCHHETO HA MPHFOTBEHIA IPOAYKT ¢4 NpeCTaBEHH B TOUKA
6.3.

1. HeofxoguMH ca ClleIHUTe KOHCYMATHBH:
dnaxon(y) a3an@THANE, (rakoH(¥) BOAA 32 HIDKCKITHH, HECTCPHIHKE XAPYPrUIHY PHKABHUM,
HaNoeHH CBhC CITHPT MaMy4deTa; HIDKCKIHOHHA CHpHHIIOBKA(H) ¢ HIJIa(H).

2 CporseTHHAT obeM Boxa 3a MHkexipu (Bmkre Tabimara no-f0iy) TpsaGBa a8 ce H3TCTIH B
CTIPMHIIORKATA, KATO M3rOHHTE BCHYKHA BB3AYX OT CIIPHHIUOBKATA.

Craspxanne Ha drakon | ObeM BoAa 3a MIDKCKIH KomijeHTpalms
100 mg 4 ml 25m
150 mg 6 ml 25m

3. BrBejeTe MIjiaTa Ha CIpHHLIOBKATA, ChABPKAINA BOJA 34 HIDKCKIIHN,
Ha QIAKOHA C A3AUMTHAMH H GaBHO MIDKCKTHpAHTe BOJIATa 33 HIDKE
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4.  Cez KaTo OTCTpaHHTE CIPHHUOBKATA H UIJIATA, PA3KIATCTS CHEPTATHO $nakona A0 NoxyyaBaHe
HA XOMOIeHHA MBTHA Cycriensus. Crel pasTBapsAHETO BCCKH MHIMIHTBD OT CYCHCHSHATA me
ceaBpXa 25 mg asaraanH (100 mg/4 ml). IIpHroTBEHUAT NPOAYKT OPEACTABIABA XOMOTCHHA,

MBTHA CycneH3us, 6e3 arlioMepaTH. Cycriessuara Tpabea fa 6pae U3XPLPICHA, 8KO ChIBPXA
ToJIEMH JACTHIM IIH arjioMEepPaTH. He dwrrpypajiTe CYCNICHIMATA CAENA pasreapane, Thid KATO

TOBA MOXKE Jia OTCTPAHH aKTHBHOTO BEIIECTEO. Tpabra f1a ce uMa Je B HAKOH
UIJIM M 3aTBOPEHH CHCTEMH MOsKe J1a Ma drrpu. CrenoBaTeqHO TAKABA CHCTEMH HE TpalBa a4
cé H3MOJ3BAT 34 IPHJATAHE HA JICKAPCTBEHHA MPONYKT CJIC pa3TBapane. -

5. Tloumcrere ryMeHaTa sanynaiska H mpofoxere ¢ HOBa Wria # CHIPHHLOBKA BLB dbnakous.
OGbpHeTe (rakoHa ¢ JBHOTO HATOpe M C¢ yBEpeTe, e BRpXPT Ha HIVIaTa © HOA HHBOTO Ha
TeurocTTa. Msappraiite 5yTanoTo i H3TETTIETe KONHYECTBOTO OT ICKAPCTRCHHA IPOIYKT, HYXHO

33 TOYHATA J0%a, KAaTO M3rOHWTE BCHYKWA BB3OYX OT cripuruoBkara. OTcTpaHeTe
MCAATA/COPUEIIOBKATA OT (IAKOHA U U3XBHLPACTE UITIATA.

6.  Bzemere HOBa HIJIA 33 HOKOXHH HIDKEKI{HH (IIpenopbiBa ce 25-G) " 1 3aKperieTe cTabHWIHO HA
cripuHnopkara. He TpaGBa fa ce npokapsa pasTeop NoO HrjaTa Mpean HIDKEKTHPAHETO, 3a Ja ¢&
HAMaJIH YeCTOTATA Ha PeaKIHUTe Ha MACTOTO HA HIDKCKTHPAHS.

7 Koraro e BEeoGXOAUM OBEYE OT ¢IHH (TAKOH, IOBTOPETE BCHYKH H3OPOEHH I0-rope CTHIIKH 33
NPUrOTESHE Ha CycnensusTa. Jlopanu 3aspxane BB hNIaKOHA ¥ HFTIATA MOXKE 1A HE © BEIMOKHO
1A Ce H3TErIM LUIOTO KOJIMYECTBO CYCIIeH3MsA OT (JIAKOHa. .

8.  ChOspXaHAETO Ha CIIPHHIIOBKATA C JO3aTa TpAGBa N3 GLAe pecycneHHpano HeNOCPSACTBCHO
npemd npwiaranero. Ilpeau NpiaraHeTo ITBJIHATA C MPUrOTBEHATA CYCIEH3Hs CIIPHHIIOBKA
TpaGBa A4 ce OCTEBH 32 He Moseue or 30 MUHYTH, 32 N1a IOCTHTHE temMuepaTypa ot okoso 20 °C-

95 °C. AKO ¢4 MMHANH roBede oT 30 MHHYTH, CyclieH3HATa TpsGBa Aa OBIe H3XBEpICHA 11O
CHOTBETSH HAHH ¥ /A C& IPUTOTBY HOBA 1032, 33 JIa 4 PeCYCHCHAMPATE, MPEBLPTETe CHEPIHIHO
CTIpHHIOBKATA MEXY [UIaHHTe CH O MNOTyvaBaHe HA XOMOTCHHA, MBTHA CYCIICH3HA.

Cycnensuara TpabBa 1a Gbe H3XBBDJICHA, aKO ChABPKA roJeMy YACTALIH WK arJIOMepaTH.

PausicnaBane Ha MHIKBURYANHY RO3H
O6maTa 103a crope/l TeNECHATa NOBEPXHOCT MOXKe Aa CE M3THCIIH IO CIICAHAA HAMKH!

Obma noa& (mg) = [oza (mg/m”*) x TenecHa MOBLPXHOCT (m*)

Cnenpamara TaOnMMLA NpeAcTaBigBa CaMo IPHAMEP 38 TOBA KAK Jia OBJaT H3THCICHU HHAHBHIYa/lHHTE
1034 a3alTHANH HA 6a3aTa Ha CpeHaTa CTOMHOCT 32 TEJIGCHATa NOBBPXHOCT OT 1,8 m?.

Nosa mg/m® (% O6ma nosa Ha Gasara | Bpoli  meoSxomwmu | O6m HeoOxommm obem

om Ha rTenecHa | (praxoHA HA NpATOTBEHATA
| npenopvusanama nosspxHoer of 1,8 m* | 100 mg [ 150 mg | cycreHsud

HAYanHa 003a) drnaxon drakon

75 mg/m? (100 %) 135 mg 2 ¢naxona | 1 ¢pnakon | 5,4 ml

37,5 mg/m* (50 %) 67,5 mg 1 puaxon | 1 pnaxon | 2,7 ml

25 mg/m* (33 %) 45 mg 1 ¢pmakon | | dnaxor | 1,8 ml

Hauwn Ha npunokenie

Cnex pasTBapsHe a3auUTHIHE TpA0Ba Ja ce HIKEKTHPA NOAKOKHO (BBBEIETE HITIATA TION BI'BI OT 45-
90°) ¢ uria 25-G B MuniHUNATA, 6eApOTO HIIH KOPEMA.

MecTaTa Ha HEDKeKTHpaHe Tpafea fja ce peayBar. CJICABAIIHTE HHKCKIHH TP !f'- :
2,5 ¢cm OT MACTOTO HA NOCTaBAHE Ha MPCAMUIHWTE H HHKOTA B o0nacTy, K
KPBBOHACKAAHWS, 3a4CPBEHH WIH YIUTETHCHH,
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HemponspauuaT NEKAPCTREH MPOAYKT HIH OTNATbYHUTE MATCPHANIH OT HETO TpsiOBa Aa ce UIXBBPIAT
B CHLOTBCTCTBHE ¢ MECTHHTE M3NCKBAHHA.

7. NIPRTEXRATEA HA PASPEMIEHHETO 3A YIIOTPEBA

Pharmascience International Limited

Lampousas 1,

1095, Nicosia,

Kumep

8. HOMEP(A) HA PAJPEIIEHHETO 3A YIHOTPEBA

Per. Ne 20210042

9. JATA HA ITbPBO PA3PEIIABAHE/MIOAHOBABAHE HA PA3SPEIHEHWUETO 3A
YHOTPEBA

Nata Ha MepBo paspemasane: 19.02.2021

10, JATA HA AKTYAJTW3APAHE HA TEKCTA

04/2021
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