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IEHTPAJIHO YIIPABJIEHUE HA HAIIMOHAJIHATA
3APABHOOCHUI'YPUTEJIHA KACA 3A PA3IJIEXKIAHE HA HCKAHUS 3A
SAIUVIAIIAHE JIEYEHUETO HA TAMEHTHU C JIUATHO3A
»MUEJIO®UBPO3A“ C MKB KOJI D 47.1 C IEKAPCTBEH IPOJIYKT JAKAVI
TABLETS 5§ MG (RUXOLITINIB)
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PA3JIEJI 1
OBLIU ITOJIOKEHUSI

Y. 1 (1) C Te3n npaBua ce onpeziesisi peJibT 3a pa3riexk1aHe Ha MCKaHHS OT JiedeOHH
3aBe/IcHUs 3a OOJHMYHA TIOMOI 3a 3alUlall[aHe JICYCHHETO Ha KIMHMYHO IOIXO/ISIIH
NAlMeHTH ¢ jauartosa ,,Muenopubposa™ ¢ nekapctBen npoaykt Jakavi tablets 5 mg
(Ruxolitinib).

(2) Hckanmsra no an. 1 ce mogaBar B Llentpanno ynpasnenne na Harmonanuara
3apaBHoocuryputenna kaca (LY na H3OK) or ne4eOnu 3aBeneHus, M3MBIHUTEINM Ha
Gonnnyna nomour nmo kiuHuuHa mbreka (KIT) Ne 242 | JluarHoctuka W JieueHHe Ha
seBkemun”, amOynaropuu npoueaypu (Allp) No 6 ,.CHCTeMHO JleKapcTBEHO JieueHHe Tpu
3JI0KaYECTBEHH COJIMIHM TYMOPH U XeMatoJoruynu 3adonsBanus™ u Ne 8 Ilpocienspane na
TEPaNeBTHYHUs OTIOBOP MNPM TNAIMEHTH HA JOMAIIHO JIeYEHHE C MPHIEIHA MepopaiHa
NPOTHBOTYMOPHA Tepanus M IepopajlHa XHUMHOTepamus'™ 3a MalMeHTH ¢ JUarfosa
~Muenopubposa®, KomTo ce JeKyBaT B ChLUMTE JICYeOHM 3aBeleHMSl M MOKPHBAT
LM3MCKBaHMS ¢ MEJMIMHCKM KDPHUTEPUHM 3a JICYeHHE Ha MalMeHTH ¢ JMarHosa
~Muenopubposa™ ¢ nekapcrBen npoxaykt Jakavi tablets 5 mg (Ruxolitinib)* (mocouenn B
npunoxenue Ne 1, Hepas/ie/iHa 4acT OT HACTOSIINTE IIPABUIIA).

(3) Hckanmsra mo an. 1 ce pasriexaar or komucus no 3amnosen Ne PJI-18-
68/18.05.2016 r. (komucusita). (4) Pasxoure, cBbp3aHu ¢ JeHHOCTTa HAa KOMMCHSTA ca 3a
cmeTka Ha LY na H30K.

PA3JIEJI 1T
CbCTAB HA KOMUCHUSITA

Ya. 2 (1) Komucusita ce cbeTou OT mpejceate] M YeTHPUMA MOCTOSHHH, KAKTO U
TpUMa PE3ePBHH WICHOBE, ONPEJICNICHU ChC 3anoBe]l Ha ynpasuTess Ha H30K.

(2) Tpencenarensr e ciyxuren OT AUpeKiws ,,BoaHnuna Meaumuacka momomt” (BMIT)
B LY na H30K ¢ npumoGuro Bucine obpasoBanue ¢ 06pazoBaTenHo-KBaan(UKALHOHHA
CTEIEeH ,,MarucThp™ 10 NpodecHoHaIHoO HanpasieHue ,,MeuIuHa™.





[image: image2.jpg](3) Iocrosunute wienose ca cayxkurenn wa LY wa H30K ot ampexuun BMII,
JlekapcTBenn NpoAyKTH M KouTpon no npeanucsane n o ornyckane™ (JIHMHUKIIO) u
Biouker n ¢punancosn napamerpu” (b®II). B chertasa Ha KOMHCHSTA € BKIIIOYEH W BHHIICH
CKCIIEPT Che crienatnoct . Kimunana XeMaTonorus™, ocoue 0T HalMOHAIHIS KOHCYITaHT
110 . KJMHuvHa XeMaTONIOrus ™.

(4) Pesepsuure wienose ca ciayxkurean Ha LY na H30K or mupekunmn — BMIL
JINTMUKIIO u bOIL

(5) llpu oTCBCTBHE HA MPEJICeIaTelIsl HA KOMHCHATA, ChIIHAT CE 3aMeCTBA OT MOCTOSHEH
wieH Ha KoMucusTa. [Ipu OTChCTBHE HA PEIOBEH WICH Ha KOMMCHSITA, CHIIMST CE 3aMeCTBA OT
M0COUEHHUTE B aJl. 4 pe3epBHU WICHOBE.

PA3JIEJI T
JEMHOCT HA KOMUCHUSITA

Y. 3 (1) Mekanusra mo wi. 1 ce pasriexaaTr Ha 3acelaHus Ha KOMHCHATA, KOMTO ce
MPOBEIKAAT MHHHUMYM €/IHH BT MECCUHO.

(2) 3aceaHmnsiTa Ha KOMUCHSTA C€ CBUKBAT U PBKOBOJIIT OT NpeJiceiaTesist, a B HEroBo
OTCLCTBHE - OT TOCTOSHEH wWieH. nocoden B wi. 2. ai. 3. Ilpeacenarenst va komucusta
HACPOUBA 3aCe/laHMs B CPoOKa MO ajl. |, KaTto 4ieHOBETE Ha KOMHCHSTA Ce yBEJIOMSABAT OT
fpe/iceiaTesist 3a JACHs. 4aca U MiCTOTO HA [POBEIKIAAHETO HM.

(3) Komucusita npoBesk/ia 3ace/laHusITa CH B IIbJICH ChCTaB.

(4) 3a npoBesieHUTE 3ace/laHMsl C& U3TOTBSI IPOTOKOJ OT MPEJICEAATENs WK TOCOYEH OT
HEro 4ieH Ha KOMHUCHsITA.

(5) IlpoTokombT ce MojanucBa OT BCHYKM WICHOBE HA KOMHCHATA, y4yacTBald B
KOHKPETHOTO 3ace/lanue U ce npejictaps B jiesoBojictBoro B 1Y na H30K 3a nosnyuasane na
BXO/IS1IL HOMEp.

(6) Ynenosere Ha KOMHCHATA HAMAT MPaBO Jia PaslpOCTPAHsBAT JAHHHM, CTAHAIM MM
M3BECTHH TIPH MJIM [O MOBOJI YUACTHETO UM B KOMHCHSTA.

Yu. 4 (1) Uckanusara o wi. 1 ¢e nonbiaBar oT Jie4eOHN 3aBe/ICHUs, W3IIBbIHUTEIN HA
Gonnmnuna meanumnneka nomour o KIT Ne 2420 Allp No 6 u Ne 8, B cB0oGojIeH TekeT Kato
ChBPIKAT CJICJIHUTE 3abJIKUTEIIHH PEKBH3UTH:

l. TpuTe MMEHA Ha MalUeHTa;

2. EIH/JIHY/ocurypuresen HoMep Ha MainenTa;

3. aapec 3a KOpeCroH/ICHIMS Ha NTallHeHTa;

4. Anarnosa Ha nauMeHTa;

(2) 3asBICHUETO Ce NPUAPYIKABA OT ClICAHATA JOKYMEHTAIHS:

1. pelienne Ha KIMHAYHA KOMHCHS 110 XEMATOJIOTHs 3 JICUCHHE C JICKAPCTBEH MPOIYKT
Jakavi tablets 5 mg (Ruxolitinib) ¢ npniiokena tepanesTuuna cxema 3a JiedeHHETO:

2. KOIMe OT Lsjiata MeJANIMHCKA JIOKYMCHTALHS, IOTBbPIK/1aBalla HeoOX0MMOCTTa OT
Jieuenne ¢ siekapeTsen npoaykt Jakavi tablets 5 mg (Ruxolitinib), cbriacho kputepunte 3a
3aM0YBAHETO HA TeparusTa, nocoueHu B npuiosxkenue Ne 1 u raGiauna No 1;

3. crpaBKa 3a 3/paBHOOCHTY PUTEIIHUS CTATYC HA NalMeHTa:

4. nHpOPMUPaHO ChITIACHE 3a JIeYeHHE ¢ JieKapeTBeH NpoAykT Jakavi tablets 5 mg
(Ruxolitinib);

5. (punancos pazuer o1 JieueGHOTO 3aBe/IeHHE, H3ITBIHMTE Ha GOJIHUYHA MEAMIMHCKA
[IOMOIIL 32 TIPOrHO3HATA CTOMHOCT HA TEpaNeBTHYHATA CXEMA 3a BCCKH MAMEHT 3a MepHoja
Ha HETOBOTO JICUCHHUE.

(3) B cayuante. Korato € ycTaHOBeHa HEIIBIHOTA WM HECLOTBETCTBUE B M3MCKYEMHTE
nokymentn, H30K nmemeno  yBemomsiBa 3asBuTelns (J1eueGHOTO 3aBe/ieHME) 3a TOBa
00CTOSITEIICTRO.

(4) B cayuaii. ye B CPOK J10 €IMH MeCell OT YBEJIOMSIBAHETO, 3asBUTE/IAT HE € OTCTPaHMII
YCTAHOBEHA HEMBIHOTA WM HECHOTBETCTBUE MIIM HE € TMOMCKAl Y/AbJDKaBaHE Ha CpoOKa,
MCKAHETO U NPUPYIKABALINTE FO/IOKYMEHTHTE HE e pasriieKiar.




[image: image3.jpg]Ya. 5 (1) 3a Besko mckaHe mo wi. | KOMHCHSATA M3rOTBS MOTHBHPAHO CTAHOBHIIE 10
ynpasutens na H30K. ebabpikaiio npeanokenus ¢ MeJMIMHCKa 1 (pHAHCOBA 000CHOBKA.

(2) Komucuara u3rorssi craHopuiiara cu Ha 0Oasa: ,J3MCKBaHMATA ¢ METUIMHCKH
KPUTEPUM 34 JICUeHMEe Ha NauMeHTH ¢ jauarHosa . MuenoduGposa®, npepocraBenara
MEJIMIMHCKA  JIOKYMEHTALMsL, TPUJPY/KEHA OT BCHYKH HEOOXOJMMH  M3CIIEIBAHHS 110
npusozkenue Ne 1 u paszuer 3a HeoOX0MMHs PUHAHCOB pecypce.

(3) Komucusita BOJin €ICKTPOHEH PErHCTBP HA MCKAHUSITA 110 WL, 1.

(4) Komucmsra, npejacrtaBs craHoBuiieto no ain. | Ha ynpasurens na H30K ¢
IIPEIIOKEHME 3a pa3peliapaHe Ha 3arJalaHe WM He3arialane Ha JIeYeHUeTo Ha KITMHHYHO
TO/IXO/IALIA TAIMEHTH ¢ Jinarnosa . Muenodudposa™ ¢ nekapersen npoaykr Jakavi tablets 5
mg (Ruxolitinib).

(5) Bp3 ocHOBa Ha NPEICTaBEHOTO CTAHOBHILE, U B 3aBUCHMOCT OT ChIAbPKALIMTE CE B
HErO0 MOTHBHPAHM TPE/UIOKCHUS Ha KomucusaTa, ynpasutenst Ha H30K paspemasa unm
OTKa3Ba 3allIAIIAHE HA JICUCHHETO HA KIMHUYHO MOJAXOJSIIN 3/APABHOOCHIYPEHH JIMIA C
Anartosa . Muenodubposa™ ¢ siekapersen npoaykr Jakavi tablets 5 mg (Ruxolitinib).
Paspeluenns ce u31aBat caMo B paMKMTE HA MakKCHMaiHUs Opoil 34paBHOOCHIYPEHH JIHLA C
nocoyeHara anarnosa, Ha konto H30K sannaia neuenuero ¢ gekapeTBeHns npojyKT, KOMTo
06w 6poit ce yrbpiiasa ot Haasopuus enser na H30K 1o npesuioskenue na ynpasuress
na H30K. Briousanero Ha HOBH JIMIA Ce OCHIIECTBSIBA Clie/I OTIAIAHETO Ha Beve 0J100peHH.

(6) Haumonanuara 31paBHOOCHIYPHTE/IHA Kaca YBEAOMsBA JICUeOHHTE 3aBelCHMS.
rmojasm nekanns no wi. 1 u P3OK, na unsto Teputopus ce HAMHpAT CHUMTE, 3a PeLICHUSTA
na ynpasuress na H30K.

(7) Pazpewennero 3a 3anjauane JeueHHETO ¢ JekapeTsen npoaykt Jakavi tablets 5 mg
(Ruxolitinib) 3a Bcexn nammeHT e ¢be cpok J10 6 Mecena.

(8) Ilpum mactbnmima npomsiHa B 0OCTOSTENCTBATA M MOKA3aHUsS 3a JIepUHUTHBHO
CHHPAHE Ha TeparusTa, ChriacHo npuiokenne Ne 1, jieuebHOTO 3aBesieHHe B CPOK OT meT
paboThu iHK ¢ odumranHo nuemo yseaomssa H30K.

(9) Hpu HEOOXOAMMOCT OT MPOJIBJIKABAHE HA JICYCHHETO HA MAlMEHT C JICKAPCTBEH
npojykt Jakavi tablets 5 mg (Ruxolitinib) cien oTnyckane na nocsieanara Meceuna 103a 3a
paspelenus Kype Ha jeuenue, siededHoTo 3aBeienue noaasa uckaue jo H30K o un4 3a
3allIalllae Ha HOB MOPEICH Kype. ChIllacHo npuiokenne Ne 1, 1.2, chabpikalno oneHka Ha
epexta OT NPOBEACHOTO JeueHne, chracHo Tabmuua Ne 2w npuiokena aKTyajlHa
ME/MIMHCKA JIOKYMEHTALMS].

(10) B cayuail, ue 10 2 Mecena OT OTHycKaHe Ha MOC/IEAHATA MecedHa 03a 3a
paspelieHus Kype Ha JieueHue, JieueOHOTO 3aBelieHHe He € MOJAN0 3asBlIEHHE 3a
1IPOIB/IKABAHE Ha JICYCHHETO HA MAIMEHTa, TO Ce CYITA 3a [PEKpaTeHo.

(11) JleueOnute 3aBesienus, NPEOCTABAT MO CICKTPOHHA MOIIA, CICAHHTE CIIPABKH B
eriekTpoHen (opmart, onpeseien or H30K:

- IpH [I0/IaBaHe Ha MCKaHe 3a IbPBH MK HOpeleH Kype Jjiedenne - Permernp 3a
NAUEHTH ¢ JIHariosa ,,Muenopubposa™ B choTBeTcTBHE € NpuioKenne Ne 2;

- 3a TOJYUMIMTE  0J00peHHE  3paBHOOCHIYpeHH inna - Meceuna crpaBka 3a
OTIYCHATHTE KOJMYECTBA OT JiekapeTBen npojaykT Jakavi tablets 5 mg (Ruxolitinib) B
ChOTBETCTBHE ¢ npuiokenne No 3 CripaBkara ce u3npaiia exeMecevHo 10 5 YMeiIo Ha
KaJICHJIapHHs MECeIL, CJIe/IBalll Mecela Ha JICHHOCT.

HPEXO/IHU U BAKJIIOYUTEJIHU PA3IIOPE/IBH

§1. Hacrosiunre Burpetny npaBuia Bausat B cuia o1 JieHs Ha YTBHPXKIABAHETO HM OT
ynpasuresst Ha H30K.

§2. Benuku msmenenus wo J0mbiaHeHHs B mactosute BhTpemmu npasnna ce
W3BBPLIBAT 110 Pe/la HA yTBbPIKAAaBAHETO UM OT ynpaBuTess na H30K.

§3. Hacrosimmre npasuia ce o0sBaBaT Ha o(uumaiiaTta uHTepHeT crpannua na H30K
€ LEJT JIOCTBITHOCT JI0 3aHHTEPECOBAHUTE JIMIIA.
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KPUTEPUH 3A 3AITIOYBAHE, MOHUTOPUPAHE, ¥ IIPEKBCBAHE "
NPOJABJKEHUE HA JIEYEHHUETO C RUXOLITINIB 1P MUEJIO®UBPO3A C
MKB koa D 47.1

1. Kputepun 3a 3anousane /nonverumoct/ Ha tepanusi ¢ RUXOLITINIB npu
NauHeHTH ¢ MbpBHYHA MHea0hu6po3a u BTopuyHa Mueaopudposa cien noIHUHTEMHs
Bepa MM _cje]l eceHuuaana rtpombounTemMusi. (3aab/IKHTEIHO € MOKPHBAHETO Ha
BCHYKH KPHTEPHH):

1.1. kanHM4HO pokasaHa 1o akryanuute C30 npenopbku - NbpBHYHA Muen0pubOpo3a
wan BropruHa mienodudposa (Tadanma Nel A u Nelb);

1.2. Bb3pact Hax 18 r.;

1.3. crijieHOMeranust W/uin Apyru CUMITOMU, CBbP3aHu ¢be 3a00sgBaHeTo*;

1.4. TpomGownTen Gpoii Haa 50 000/mm’;

1.5. aGeomoren neyrpoduaen 6poit Hax 500/ mm?;

1.6. annca Ha U3KJKOYBALLNA KPUTEPUH 3a CTAPT HA TepanusTa.

* CUMIITOMM, CBbP3aHH CbC 3a00J15IBAHETO — MPO(Y3HO HOIIHO HU3MOTABAHE, PEAYKLIMS
Haza 10% ot Ternoro 3a 6 Mecela, HeoOscHUM (heOpPUANTET K BTpUcaHe, AM(Y3HH KOCTHH
6OJIKH.

[Tpean 3anousane nevyennero ¢ JAKAVI tpsGea na ce uscieasar:

- ObJHaTa KpbBHA KapTHHA, AM(epeHLMaiHa KpbBHA KapTHHA W TPOMGOUMTEH Gpoii:

- ObOpeuna u yepHoapoOHa HyHKLMH;

- ompeaensHe pasMepa Ha creskata ¢ oOpasHo wmscnenBane (exorpadms, KT um
SIMP).

M3KIIOYBALIN KPUTEPUH 3A TEPAIINUSI C RUXOLITINIB 3A JIEUEHUE
HA MAIIMEHTH C IITbPBUYHA U BTOPUYHA MUEJOD®UBPO3A (docmamvuno e
HATUYUETNO NOHE HA eOUH Kpumepuir):

1. TpomGoumten 6poii noa 50 000/mm?;

2. AGcomoren Heyrpodunen 6poii noa 500/ mm? ;

3. Axtuena undekuns - llpeou cmapmupane na mepanusma, nayuenmume mpaea oa
Ovoam oyenenu  3a  npusnayu, CuMnmomu u  puck om unpexyus (6axmepuanna,
Mmurobakmepuaina, vouuna u eupyena. Ilpu cmapmupane na mepanuama ungexyuume
mpsbea da 6voam oeraoanu.)

4. Bu3pacrnox 18 1. ;

5. TMaunenTn ¢ peaku HacaeACTBEHN 3a00.15BAHMS TAIAKTO3HA HEMOHOCHMOCT, Lapp
JaKTaseH Ae(UINT, TIOK030-ralakTo3Ha ManabeopOums;

6. bpemeHHOCT M JaKTaLms;

7. CepbxuyecreuteHocT kKbM RUXOLITINIB i kbM HAKOE OT NOMOIIHUTE
BEllleCTBA.

JIO3UPAHE U TUTPUPAHE HA JIO3ATA HA RUXOLITINIB

CrapTupaiia 103a, cbo6pasHo 6posi Ha TPOMOOLMTH W HEYTPODMIIM . KAaKTO clieBa:

TpomGoumren Gpoit
3

Heyrpodunen Gpoii
3

Craprupaiia j103a

mm mm

|
Han 200 000 ‘ >500 2 x 20 Mr. AHEBHO per 0s
100 000 — 200 000 | =500 2 x 15 Mr. aHeBHO per os
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U3KITIIOYUTEJIHO BHUMAHHE

IToa 50 000 | =500 He ce npunara

JIO3UPAHE ITPU YEPHO/IPOBHO HAPYIIEHUE

Jla ce wusbarBa JedeHueto npu OOJHM ¢ HapylieHa vepHoApoOHa (yHKUMS W
TpomGoumTeH 6poii noa 100 000 /mm’,

I[1pu HapyweHns Ha yepHoapoOHaTa hyHkums ce 3anousa ¢ 50% oT n03ara npu ctpor
KOHTPOJI Ha OOJIHUS M CHOTBETHO JKYCTHPAHE Ha J103aTa.

JIO3UPAHE IIPU FbBPEYHO HAPYUIEHUE
Jla ce n30srea gedeHneTo npu GOIHU ¢ YMEPEHO JI0 TeXKKO HapyleHne Ha ObOpeynara
¢dyukumst 1 pombounten 6poii moa 100000 /mm3 .
I1pn Hapyuwena Gu0petuna GyHKLUMS J103MPAHETO Ce H3BbPLIBA , KAKTO Clle/Ba:

Hapyuiena 6b0peuna dpynkums Craprupaiia 103a

Jleka bes npomsHa B 103ara

Vmepena - CrCL 30-50 ml/min Jla ce u3bsrea npit Gonuu ¢ Tpombounten Gpoit

Texka - CrCL < 30ml/min noz 100000 /mny
3anousa ce ¢ 50% ot oGuyaiinara 1o3ara

BonHi Ha Xemoananuza Eanmnuuna no3a cnen auanmsara, cboOpasHO
TpomGounTHMs Gpoit — 15 Mr npu tpomGouuTeH
Gpoii 100 000 — 200 000/mm* u 20 wmr npu
TpomGouuTeH Gpoii Haa 200 000/mm’

MOHHUTOPHHE HA TEPAIIUATA C RUXOLITINIB B XOJIA HA
JIEYEHHETO

e bBposT Ha HeyTpoduan 1 TPOMOOLMTH Ce MpOocie/IsiBa HA BCEKH 2 CeIAMHLH, 10KATO
no3ara Ha RUXOLITINIB crane noctosiHua, a clie/l TOBa €JHOKPATHO MECEYHO MM
KOTaTo € KIMHUYHO MOKa3aHo.

e Pa3vepa Ha cie3kata Ha TpPeTH M IIeCTH Mecell OT CTapTa Ha Tepanuara c
RUXOLITINIB 1 koraro e KJIMHUYHO MOKa3aHo,.

e Hscneasane Ha 6GbOpeyuHa 1 yepHoApoOHA QYHKIIMS, KOTaTo € KIMHUYHO M0Ka3aHo.

MO/IHPUKALIUSA HA JIO3ATA

e [lbpeuTe 4 ceAMMUM cTapTHpallaTa 103a HE Ce NPOMEHsA. OCBeH ako OposT Ha
HeyTpodHIMTE WM TPOMOOLIMTHTE HA Hajlara ToBa.

e AKO ce Hajara cjejl TO3M NEpHOJ yBEJIMYEHME Ha Jo3ara, TO He TpsdBa Ja € B
MHTEpBaJl 0-MajTbK OT 2 CeJIMULH.

e Penykums Ha j103ata TpsaOBa jla ce 00ChAM MPU HamassBaHe Ha TPOMGOUUTHUS GpOi,
KaKTO € M0COY€eHO B ciie/Balara Tabinua, ¢ uei Ja ce n3derHe npekbeBaHe Ha JICYEHHETO ¢
RUXOLITINIB nopaiu TpoMOOLMTONEHUS:

| 2
Jlo3a 10 HAYAJI0TO HA MOHHKEHUETO HA TPOMOOUHTHHS Gpoii
|

TpomGouunrten 6poii | 2x25mr.an. | 2x20mr.an. 2x15mr.an. | 2x10Mr.aH. | 2X5Mr.aH.
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100000 /mm® -125000 /mm* 2x20mr. aH. 2x15mr.aH. bes bes npomsana | Bes

NpoMsiHa
npoMsiHa P

75000 /mm’* - 100000 /mm’*

| 2x10mr. aH. 2x10mr.au. 2x10mr.1u be3 npomsna | bes
npomMsAHa

50000 /mm’* - 75000 /mm’ | 2X5Mr.H. 2X5MI.H. 2XSMr.IH. 2x5Mr.aH be3
TNpoMsAHa
noa 50000 /mm’ | Cnmpa ce Crnmpa ce Cnipa ce Crmpa ce Cnnpa ce

KPUTEPUU 3A BPEMEHHO CIIMPAHE HA RUXOLITINIB B XO/IA HA
JEYEHHUETO

«  Tpombouuren Gpoii noa 50 000/mm’
Wian
»  AGcosmorten Heyrpoduien Opoit noa 500/mm’.
CJie/l BH3CTAHOBABAHETO HA TPOMOOLMTHHS M HeyTpoduiHus Opoil, JeueHneTo
MOJKE [a Ce pecTtapTpa ¢ J03a 2 X 5 MI' JHEBHO M TOCTENEHHO J1a Ce yBeauvapa IpH
BHMMAaTe/IeH KOHTPOJ Ha TpOMOOLIMTEH 1 HeyTpodueH Opoii..

ITOKAUYBAHE HA JIO3ATA HA RUXOLITINIB B XO/IA HA JIEHEHHUETO

AKO eduKacHOCTTa OT JeUeHMeTO € HMHCypuuMeHTHa, a TpOMOOUMTHMA M
HeyrpoduieH Gpoil ca aJeKBaTHHM, 103aTa MOKE /1a C€ YBEIMYH C MAKCUMYM 5 MI' 1Ba MIbTH

JIHEBHO.
Makcumannara q03a Ha RUXOLITINIB e 2 x 25 mr iHeBHO.

2. Kpurtepun 3a npoabiaxkapane na tepanusi ¢ RUXOLITINIB npu nanuenTu ¢
nLpBHYHA MHe10Gn0po3a ¥ _BTopHuHa Mueaohudpo3a ciel NoJIMUUTEMHs Bepa HJH
cjlel  eceHIHadHa _TpombounTeMusi (3a1bJIKHTETHO € IOKPHBAHETO HA BCHYKH

KPHTEPHH):

OcbuiecTBSIBA ce ¢/1e]1 OlleHKa Ha e eKTa OT JieyeHHe cjie]l 6 mMecevHO JleyeHHe
cbriacHo Kputepuu 3a ouenka Ha 0TroBop npu muesnodudposa (tadauua Ne. 2)

2.1. Tlpy HajiMuMe Ha NbJIHA PEMHCHS, YACTHYHA PEMHCHsSI H/HIM KJIHHHYHO
nojgobpenue.

2.2. Jlunca Ha U3KIIOYBAILMTE KPUTEPHUH, TIOCOUEHU B T. 1.

3.Kputepun 3a ieGMHATHBHO cniupaHe Ha jedvennero ¢ RUXOLITINIB
3.1. JIunca Ha TepaneBTHYEH OTTOBOP cjie/l 6-THs Mecel OT CTapTa Ha TepanusTa
3.2. INporpecust Ha GoslecTTa B X0/1a Ha JICYEHHUETO, ChINIACHO KPUTEPHUH 3a Mporpecks B
tabamnua Ne 2.
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Ta6auua Nel: 3ab/KHTEHH U IOIMBIHHTEIHH KPHTEPHH 32 IOCTaBsIHE HA MArHO3a
muenoguéposa

A) Kpumepuu na C30 2008 3a nvpeuuna mueroguiposa (Swerdlow SH, et al, eds.
WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues. 4th ed. Lyon,
France: IARC: 2008)

3a rocrapsHe Ha AMartosata nbpBUYHa MUenopubposa e HeobXoaumo aa Obaar
MOKPUTH TPUTE TOJICMI/IJIABHHM KPUTEPHs M NIOHE J1BA OT YETHPUTE BTOPOCTENEHHN KPUTEpHs
ot Tabanua Ne 1A.
Tabanua Ne 1A

T'OJIEMI/TJIABHH KPUTEPUH BTOPOCTENEHHN/N

JIKH KPUTEPUH

1. KoctHo-Mo3buHa Ouoncus ¢ aannu 3a: 1. Haanume na neBkoeputpoOacTHa
HaJMuMe Ha MerakapuouuTHa nposudepauns nepudepHa KpbBHA KapTHHA

W aTMnM3bM, OOMKHOBEHO — CbyeTaHa ¢

PETHKYJIMHOBA M/UIK KojareHoBa (pubposa (B

npepubpornunata  ¢daza  NpOMEHUTE B

MerakapMoLUTHTE Ce ChyeTaBaT C MOBHMILEH

KOCTHO-MO3bYeH LesyIapuTerT -
rpaHyJIoOLMTHA XWIIEPIIA3ns M NOTHCHATA
epuTpornoesa)

2. He Bausa B kpurepuure na C30 3a: a) 2. VeenuuyasaHe HUBara Ha
nosmuutemus sepa: 6)XMJL: B) MJIC: 1) uim  nakrataexuaporenasara (JIJIX)
Jpyra MHeJIOM/IHa Heorasus

3. eHeTMYHO M3Clle/IBaHE 3a HajiMuue Ha 3. AHemus
JAK2 V617F wnnm apyr KjOHalleH Mapkep
(MPL WS5I5K/L u KJIOHAlIHM XPOMO30MHH
aGepauun), WM TPH JMICA HA KIOHAIEH
Mapkep — Ja ce H3KJII0un BTopudHa ¢ubposa B
pesyaTar Ha MOJUIekKallo Bb3NAIMTEIHO WM
JAPYro HeoracTH4IHO 3abonsaBane

4. [MTannupyema criieHOMeEraus

B) Kpumepuu na C30 2008 3a emopuuna mueroguoposa (Swerdlow SH, et al, eds. WHO
Classification of Tumours of Haematopoietic and Lymphoid Tissues. 4th ed. Lyon, France:
IARC: 2008)

3a mocraBsHe Ha jaMarHosara BropuuHa muenoduOposa e neobxomumo aa Gbaar
MOKPUTH  /BaTa  3aAbIUKMTEIHM  KpUTepus 3a  Muenopudposa ciei  eceHuuasHa
TpoMGOLIMTEMH M NOJMUMTEMHs Bepa TJIOC MOHE JBa OT HYETHPUTE MM MeTTe
BTOpOCTENEHHH KPUTEPHs, ChOTBETHO 3a Muenodubposa cirea noanuntemus sepa (I1B) mm
muenoduoposa ciel ecerimania tpombountemus (ET).

Ta6anua Ne 16

Caen noauuutemusi Bepa (I1B) Caen ecenuunanana rpoméountemus (ET)
3abJKHTEHH KPHTEPHH:

1. JlokymenTupana auartosa 3a 1B wm ET, nedunupana cnpsamo kpurepumnre na C30

2. KocTHO-MO3b4Ha GHOTICHS © AaHHM 3a: KOCTHOMO3buHa ¢pubposa crenen 2-3 (Ha
ckana 0-3) uau crernen 3-4 (Ha ckana 0-4 )




[image: image8.jpg]JlombaunTeHn Kputepuu (none 2 or 4)

1. AHeMHMs WM NPOJAB/IKUTEIHA JIUTICA Ha
HeoOXoanmocT oT paeborTomus (npu
JIMTICA HAa LMTOPEYKTHBHA Tepanus) uin
3a UMTOPEYKTHBHA Teparus. CBbp3aHa ¢
epUTPOLIMTO3ATA

2. Hanuuue Ha neBkoepuTpodaacTHa
nepudepHa KpbBHA KapTHHA

3. VBenuyeHue Ha crijieHOMeraausaTa ot
>5 ¢M WJIM HaJIMYKe Ha HOBOBB3HMKHAjA
nainupyema cruieHomMerains

4. Pazeutue Ha>1 ot 3 cumntoma: >10%
3aryba Ha Tersio B paMKuTe Ha 6 mMeceua,
HOLIHHW M3MOTABAHMS, HEOOSICHUM
(pebpunmnrer (>37.5°C)

JlonbaHnTe I HH KpuTepuu (nmoue 2 or5)

1. Anemus u >2 mMr/mi HamalleHue oT
6a30BOTO HMBO B CTOWHOCTHTE Ha
xemoriao6uHa

2. Hannuwue Ha neBkoeputpobiacTHa
nepudepHa KpbBHA KapTHHA

3. YBeauueHHe Ha CriJeHOMEraiusTa oT
>5 ¢M MM HaJIM4uMe Ha HOBOBB3HMKHAIA
najnupyema criieHoMerajius

4. Paseurue Ha >1 ot 3 cumnroma: >10%
3aryba Ha Terjo B paMKuTe Ha 6 Meceua,
HOLIHH M3MOTABaHUS, HEOOSCHUM
debpunnter (>37.5°C)

5. YBennuaBaHe CTOHHOCTHUTE HA
nakraraexuaporenasara (JIJ1X)

Ta6.auua Ne 2: KpurepHu 3a oLleHKa Ha 0TTOBOPAa KbM JledeHue npu mueaopubposa.

Pesusupanu Kpumepuu 3a 0mzo6op KoM

aeuenue npu IIM® na Meycoynapoonama

padomna zpyna 3a muenonporudepamusnu neonaazuu u Eeponeuckama neexemuuna
mpeaca (IWG-MRT&ELN)(Tefferi A, Cervantes F, Mesa R. Revised response criteria for
myelofibrosis: International Working Group-Myeloproliferative Neoplasms Research and
Treatment (IWG-MRT) and European LeukemiaNet (ELN) consensus report. Blood 2013,

122:1395-1398)
Tabanua Ne 2

Kpurepuii 3a oTroBop

IILJen])Troébp (CR):i

OTroBop ¢ NPOABLIKHTEIHOCT >12 ceAMUIH

Kocten mo3bk: Hopmouenynapen 3a Bb3pactra; Gnacti <5%:
muesnodudposa <crenex |

[Tepudepna kpbe: Xemornobun >100 r/n u  <ropha
pedepentna rpanuua; Heyrpoduam >1x109/n m <ropua
pedepentna rpannua; Tpombountn >100x109/1 u <ropha
pedepeHTHa rpaHua; <2% HE3PEIU MUETOMIHH KIETKHU (NpH
crieHeKToMUpann <5%)

Kiunnuno: Ge3 cumnrtomu, Oe3 najanaropHa CrJjeHO- H
xenaromeranus, 6e3 €KCTpame/lylapHa XeMornoesa

Yactuuen orrosop (PR):

[lepudepna kpbB: Xemornobun =100 r/n wm  <ropua
pedepentha rpanuia; Heyrpoduiu >1x109/1 m <ropua
pedepentha rpannua; tpomGountn =100x109/1 n <ropha
pedepenTHa rpannua; <2% He3peIn MUEIOM/IHH KIETKH

Kimnuuno: M3ue3BaHe Ha KIMHUYHUTE CUMIITOMM, JIMIICA HA
najnatopHa CIJICHO- u Xenaromeranus, 6e3
CKCTpameayiapHa XemMoroesa

WM

Knnununo: M3ue3BaHe Ha KIMHMUYHUTE CUMIITOMM, JIMIICA HA
najanaropHa CIJICHO- " Xenaromeralius, 6e3
EKCTpameaylapHa XeMornoesa





[image: image9.jpg]Kocren mo3bk: Hopmouesynapen 3a Bb3pactra; Gnacti <5%:;
muenodgubposa <crenen |

Iepudepna kpbe: Xemornobun mexay 85-100 r/n u <ropha
pedepentha rpannna: Heyrpoduin >1x109/n u <ropua
pedepentha rpanuua: tpombounti mexkay 50-100x109/1 u
<ropHa pedepeHTHa rpannna; <2% He3peaM MHEIOWIHH
KICTKH

Kaunnuno
(CI):

nojgodpenue

[Tocturane Ha OTroBop mno OTHOWEHWE Ha aHeMuATa,
crijieHOMeraausaTa WJIM cuMmMnTomarukara 0e3  JaHHM  3a
nporpecus Ha 3a00/IIBAHETO MJIM BJIOIIABAHE HA aHEMMATA,
TpOMGOUMTOT]eHHﬂTa HJIM HEYTPOIICHUATA

e TepaneBTHuen
OTroBOP MO OTHOILEHHe
Ha anemusita (AR)

[Tpu TpaHcdy3MOHHO HE3aBUCHMM MALMEHTH: HapacTBaHe Ha
xemornoOuna ¢ >20 r/a

Ilpn  TpaHcy3MOHHO — 3aBHCHMM
TpaHc(y3HOHHO HE3aBUCHMM

MaLHCHTH! craesat

e TepaneBTHYeH
OTroBOpP 10 OTHOIIEHHe
Ha cie3kata (SR)

ITpn n3xonna cniaenomeranus 5-10 cm noja peGpenara abra:
clie3KaTa cTaBa Henajanpyema

Ilpu u3xozHa crieHomeranust >10 ¢m noa pebpeHara abra:
HamajisiBaHe Ha pa3MepuTe Ha cieskara ¢ >50%

Ipu m3XxozaHa cruleHomeranus <5 cm noa pebpenaTa jabra:
OTrOBOp 10 OTHOLIGHME Ha cje3Kata He ce OLeHsBa
najnaTopHo

IlpomsinaTa B pa3smMepa Ha ciIe3KaTa M 4YepHHUsi JApod
TpsiGBa 1a Objle MOTBBPAEHA upe3 00pa3HO HM3ciaeIBaHe.
HeoGxoauMo e Ja ce YCTAHOBH peayKuusi Ha ofema Ha
caeskara ¢ >35%, KoeTo mpeicTaB/siBa TepaneBTHYeH
OTrOBOP HE3aBHCHMO OT pe3yJTaTuTe Ha (PH3MKAIHOTO
H3cjIe/BaHe.

e TepaneBTu4eH
OTroBOpP MO OTHOUIEHHE
HAa CHMITOMHTE

Penykums >50% Ha cHMNITOMHTE CbIVIacHO Baauaupad MPN-
SAF TSS [10 dakropa ouenenn no l0-crenenna ckana:
yMOpa, KOHLEHTpAalMs, PaHHO 3acHLIAHEe TPH  XpaHeHe,
c1abocT, HOLHM M3MOTABaHUS, CbpOEkK. KOCTHM OOJIKHM,
KOopeMeH jckoMdopT, 3aryda Ha Terno, Temneparypal

Iporpecus Ha

3a00.151BAaHETO

[TosiBa Ha majanaTopHa crjeHoMeranus =5 ¢M noj pebpenara
JIbra im

[pu m3xoaHa cruieHomeranns 5-10 cm noja peGpenara abra:
nannatopHo Hapactsane ¢ >100%

WM

I[Tpu u3xoxHa cruteHomeranns >10 cm noa pebpenara abra:
naanaropHo Hapacteate ¢ >50%

HIH

JleBkemuuna TpaHcdopmaims, JokazaHa npu  Onacth B
KOCTHHUSI MO3BK >20%

HiIn
Tlepudepna kpbB ¢ Gractn >20% B chueTaHue ¢ abCOOTEH
Gpoii Ha Gaacture >1x109/71 3a naii-manko 2 ceAMULHA

CrabuaHo 3a601s51BaHe

be3 J1aHHM 3@ OTrOBOP WJIM NPOrpecHs

Peunans

3aryba Ha KpUTEpPUHTE 33 KJIMHUYHO N0J100peHmne

3aryba Ha OTroBOpa Mo OTHolieHWe Ha aHemusaTa (AR) 3a
Haii-manko | mecen

3ary6a Ha OTroBopa 110 oTHoleHue Ha cieskara (SR) 3a naii-
masiko 1 mecen
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