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3BiT npo kJiHiYHE BHNPOOYBaHHS

1. Ha3Ba nikapcekoro
S PO3JIITPEK® (ROZLYTREK®)
HOMEp peecTpauiiHoro
| TOCBiIYEHHA)
@ . Xopdmanu-JIs Pour Jitg
L I'pensaxepuirpacce 124, 4070 Bazeuns, 1Iseiinapis
@ . Xoddmanu-Jls Pour JItg
e Bypwmicser, 4303 Kaiicepayrcr, [lIseiiuapis
4. TlporeneHi mocmimKeHHs: I TaK C Hi AKILO Hi, 00TPYHTYBATH

1) t™an  nikapcbkoro
3aco0y, 3a AKUM
npoBouIacs abo
MIaHYETBCA peecTparis

JlikapcbKuii 3aci6 3a MOBHMM 10CHE (ABTOHOMHE [I0ChE), iHIIH JTiKapchKuii
3aci0, HOBa Mil0oYa pevyoBWHA 3rimHO NyHKTY | (miamynkty 1.1) posginy III
[Topsaaky nakazy MO3 Vipainu Big 23 munus 2015 poxy Ne 460.

3BiT 3 aHani3y JaHMX NomynALiiiHOT hapMakoKiHETHKH Ta hapMaKOKiHETHKH-
(bapmaxoaunamiku. 30 nucronaza 2018 poky.

Bynu npoananmisoani jaHi, oTpumani B jociimkeHHsx RXDX-101-
01/GO40784 (rakox Bizome sk STARTRK-1), RXDX-101-02/GO40782
(takosx Bizome sik STARTRK-2) i RXDX-101-03/C0O40778 (Takox Bigome sk
STARTRK-HoBe nokoninusa [NG]).

Ilporokon Ne RXDX-101-01 (STARTRK-1). Bararouentpose Biakpute 1 hasnu
JOCII/DKEHHS EHTPEKTHHIOY [s opaibHOro 3actocyBanHs (RXDX-101) vy

2 [ToHa Ha3Ba || JI0OPOCIMX MALIEHTIB i3 MiCLEBO MOLIMPEHHM ab0 METacTATHUYHHUM PAKOM 3
KJIiHIYHOrO MiATBepUKEHUMH MoneKysipuumu anstepauismu NTRK1, NTRK2, NTRK3,
BUNPOOYBaHHS, ROS1 ado ALK.

KOJAOBaHUMH HOMeEp

KJIIHIYHOro [Tporokon Ne GO40782 (STARTRK-2): Biakpure, 6aratoueHTpoe
BUINPOOYBaHHA MixkHapoaHe naketHe II dasu JocHiUKeHHS eHTPeKTWHIGY MId TiKYBaHHS

Nali€HTiB i3 JIOKANBHO MOIIMPEHMMHM a00 METACTATUUHHUMH COJiJHUMH
nyxjvHamH i3 nepedyaoamu reny NTRK1/2/3, ROS1 a6o ALK.

[Iporokon Ne RXDX-101-03/C0O40778 (STARTRK-NG). Binkpute
AocnikenHs dasu I/Ib 3 nigBuiueHHs 103M Ta PO3LIMPEHHS JOCTiHKEHHS
entpekTuHiby (RXDX-101) y gireif ta nmianitki i3 peuuamByrounMu ado
pedpaKTepHUMHU COMiIHUMM MyXJTHHAMH Ta NEPBUHHUMH myxauHamu LIHC, 3
abo 6e3 3nutTs TRK, ROS1 a6o ALK.

Hocnimxenns STARTRK-1: dasa I.
6. ®aza  kainiunoro || Jocaimkenus STARTRK-2: ¢aza II.

BUIPOOYBaHHs Hocniwrenns STARTRK-NG: nouarok gociimkenns —pasza I/Ib, oHosnene 10
(aza I/I1.

r—

g 2

%"/ /,-' O s ///
& — (e EL5E i ‘ a

/




000084

7. llepion mnposeneHHs
KJIiHIYHOTrO

Hocnimkenns STARTRK-1: nepwmii nHaGip: 30 numus 2014 pOKY; nata
3aBeplIeHHs 300py nanux: 31 TpasHs 2018 poky.

Hocnimkenns STARTRK-2: Bkarouenuii nepurmii nauient: 16 aucronana 2015
Poky; nata 3asepiueHHs 300py nanux: 31 tpasms 2018 poky.

BREIHG kA Hocniwkenns STARTRK-NG: ckpuHiHr mepmoro naiienta: 2 TpaBHa 2016
POKY; Jata 3aBeplLIeHHs 300py nepBUHHUMX JaHuX: 31 TpasHs 2018 poky.
Hocnimrenns STARTRK-1: 11 uentpis y Crionyuennx IllTtatax AMepuKH,
8 Kl o [cnanii Ta [TiBgennii Kopei.
' i Hocnimkenns STARTRK-2: 84 uentpu pocnimkeHns B 15 KpaiHax:
MPOBOAMIOCA  KIliHiuHe " ’ ¢ : ; ;
A —— Apm"panm, Benwris, CDpz_mum, HlMeLl'-l[:lHa, liomcom“, Iramis, HHOH}H, Kopes,
Hinepnanmu, Monsia, Cinranyp, Icnawis, Takisaus, Bemuka bpuranis, CILA.
Hocnimkenns STARTRK-NG: CLLA (8 ueHtpis).
Bakmounnii HaGip nankx wogo @K, mo BHkopucToBYBaBCs A pO3poOKH
9 s MOJeJI, CKNafaeThest i3 3655 KoHueHTpauiii CHTPEKTUHIOY B ruiasmi Kposi Ta

JOCI1KYBaHHUX

3588 KoHueHTpauii M5 B ruasMmi Kpopi, oTpuMaHmx y 276 nauieHTiB 3i
3MI0AKICHUMM MyXJIMHAMH B J0C/IPKEHHAX RXDX-101-01, RXDX-101-02 i
RXDX-101-03.

10. Mera Ta BTOpHHHI
L KAIHIYHOrO
BUIIPOOYBAHHS

Linamu nonynauiitnoro ®K ananisy Gymu:

* Onucatu  ®K  entpexkruniby Ta M5 y  naujedtie i3
NOLIMPEHUMM/METACTATHUHIUMH COJIi JHUMHU MyXJIHHAMH.

* BuBumTH Ta BH3HAYUMTM KiTBKICHO NOTEHILIHHMI BB KoBapiaT
(BKTIOYAIOYM CYMyTHE JliKyBaHHs Moaudikatopamu pH Ta niKapcbKol
dopmu), AKi CyTTEBO BNAMBAIOTH Ha MDKIHIUBIfyanbHy BapiadenpHicTs DK
napaMeTpiB eHTPeKTUHIOY Ta M5.

* BcraHoBuTH OKpemi enemeHTH BTOpHHHMX napamerpis ®K (30Kpema,
Mo MiJi KPUBOK KOHUEHTPALlisS—4ac NpoTArom 24 roguH y PIBHOBayKHOMY
CTaHi), AKi OyayTh BUKOPHCTOBYBATHCH B aHAi3i EKCIO3HLiIA—e(DeKTUBHICTE
Ta aHaji3i Gesneku.

* [Ilpornosysaru no3y aas aiteit (i3 3acTocyBaHHsIM nikapcekoi (opmu
F2A) s y3roukeHHs 3 WiJBOBOK €KCMO3MLiE s JOpOCINX, 110
BiApi3HseThCs (i) ouikyBaHOwW BiaminHicTIo @K y giteil (Bikom >4 pOKiB) ¥y
3B'A3KY 3 /INIOMETPUYHHM MaciuTabyBanHaM, (i) ouikyBaHow BiaMiHHICTIO
nikapeekux dopm ans nopocaux (F2A) Ta aireit (F1).

* [llpoimoctpyBatn (BizyanbHo) mpHCyTHIiCTh abo BiICYTHICTb MOMITHOT
PI3HHL B PiBHi €KCTO3MLLIT, OTPHMAHOT MpH 3acTocyBaHHi 1034 600 M OHH
pa3 Ha 100y B HACTYNHUX BUNAgKaX:

O AsiaTU-ANOHLI NOPIBHAHO 3 iHIIUMU naLieHTaMH,

o [Ilauientn 3 nopyuieHHsM QYyHKUIT HHPOK Jerkoro, noMipHoro at6o
THKKOTO CTYNEHA TAKKOCTI MOPIBHAHO 3 MaLieHTaMu 3 HOPMAJIBHOMO
(yHKLi€0 HUPOK,

o [lauientn 3 nopywenHsm GyHkuii nedyinku serkoro, nomipHoro a6o
TSHHKKOTO CTYNEHS TAKKOCTI MOPIBHAHO 3 MALi€HTaMM 3 HOPMAJIBHOKO
(yHKLi€0 nedinku,

o [lauientd i3 cynyTHiM JiKyBaHHAM NOMIDHMMHM YM  CHJIBHUMH
iHgykropamu  CYP3A 1opiBHSHO 3 maumienTamu 6e3  nomiGHOrO
CYMYTHBOIO JTiKYBaHHS.
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o [lauientn i3 cynyTHIM JiKyBaHHAM TOMIPHMMHM YHM CHILHMMU
inribitopamu  CYP3A nopiBHsHO 3 naujeHtamu 6e3 nomiGHOro
CYIyTHBOI'O JIiKYBaHHS.

LlinsiMu ananizy ekcriosuiis—e)eKTHBHICTS Ta aHamizy Gesneku Oynu:

* Bcranosutu, um BapiaGenbHiCTs po3Mipy MNyX/JHHHM, BETHYHHHU
inrepsany QT i BUHHKHEHHs cepio3HUX HeOaKAHWX SBUIIL 260 HeGaKAHUX
ABMLL, 110 BWHUKAIOTH [MiJ Yac JiKyBaHHA, MOXe OYyTH MOB’s3aHa 3
BapiabebHICTIO eKCIO3ULLT eHTpeKTUHIGY Ta MS.

* OxapakTepusyBaTH 3B'130K MiXK 3MEHIIEHHAM PO3MIpiB MyX/iMHU abo
MPUTHIYEHHSM POCTY MyXIHHHU Ta €KCIIO3UILIEI0 eHTPEKTHHIOOM Ta M3, y (1)
zopociux mauietiB i3 ROSI-nosutusnum HJIKPJI Tta (i) JIOPOCIHX
MaLi€HTIB, MO3UTHBHUX Ha 31UTTI NTRK.

*  OxapakrepusyBaTH 3B'A30K MiX HAWKPaLIOK 3araipHOI0 BiANOBI L0, 2
TaKOK TPUBAICTIO BiANOBii Ta eKCMO3ML{I0 eHTpekTHHIGOM i M5, y (i)
AopoenuX nauientiB i3 ROSI-nozutusuum HJIKPJI Ta (i) JOPOCIIHX
Nali€HTIB, MO3UTHBHKUX Ha 3TUTTS NTRK.

* YV jocnimkenHi RXDX-101-02 oxapaktepusyBaTd 3B'SI30K  MisK
KOHLIEHTPALLIEI0 eHTpekTHHIOy Ta/aGo M5 i AQTCF Ta mporuososanow
KOHIIEHTpaLlieto, o 6yae npussoautu 10 > 10 mc AQTCF, sK1110 3aCTOCOBHO.

* OxapakrepusyBsaTh 3B's30k (aG0 BUJ 3B’A3Ky Ha mijgcTaBi Moxeni) Mixk
EKCMO3HULi€0 eHTpeKTHHIOoM Ta/abo M5 Ta HebakaHHUMMU SIBMIIIAMH, LLIO
BUHHMKAIOTH I1iJ1 Yac JiKyBaHHs, 3 abo 4 cTyneHs.

*  OxapakrepusyBaTh 3B’5130K (a00 BH/ 3B’3Ky Ha MifCTaBi MOE) Misx
GKCIO3MLIE EeHTPeKTUHIOOM Ta/abo M5 Ta cepifosHumu HeGakaHUMU
| SAIBUIIIAMH.

Bupuuti (i) mokasuuku dapmakokinernkn (®K) entpexTuniby Ta iforo
OcHOBHOro Mmerabonity MS, (ii) 3B'i30k ekcrnosuuis—edekTusHicTs Ta (iii)
3B’A30K CKCIO3ULif-0e3Neka y MNalieHTiB i3 NOMMPEHHMH COJIAHHUMH
NYyXJHHAMM, 3aCTOCOBYBARCS MiAXiJ HA OCHOBI MOJei.

Dapmakokinemuuna modenp. Mojeni 3 OJHIEIO UM JBOMA BiAKPUTHMH
KOMIapTMEHTAMHM BHKOPHCTOBYBATUCh JUIA Omucy (apMakoKiHETHYHHMX
npodinis entpextunidy Ta MS. [ns dasu aGcopbuii s TecTyBaHHS
MPONOHYBAJIACH IUBHAKICTL aGCOPOLLT MepIIOro MopsAAKY, Hy/ILOBOTO MOPSAKY
Ta/ab0 MOCMIZOBHOrO HyJs Ta MEPLIOrO MOPSAKY 3 abo 6e3 3aTpUMKH yacy
abcopOuii. KomnaprvmenTri Moaeni 6ynin napameTpusoBani cTOCOBHO KiipeHCy
Ta 00’ eMy po3nojiny.

06’ennana Moaens, wo oxonmoe ®K entpextuniby Ta M3, 6yi1a BusHaueHa
BapiaHTOM NepeBa)KHOTr0 BUKOPHCTAHHS 3a 3aMOBYYBAHHAM, OCKLJIBKM OOMIBI
CMOTYKH € BUCOKOCMOPiTHEHUMH aKTHBHUMH MOJIEKYIAMH.

3 MeTOK YHHKHEHHs npobieM 3 ineHTH(IKOBaHiCTIO, Gy10 MPUNYILEHO, Lo
ycsl BUXiJHA peuoBHHaA MeTabolizysanack y MS, ToMy IBHAKICTE eniMiHaii
EHTPEKTHHIOY J0piBHIOBaNA Yacy yTBopeHHs MS. Yci napametpu aGeop6uii ta
MOB’A3aHi 3 PO3MOioM mapameTpu Oyau 106pe po3paxoBaHi 3 BiHOCHOIO
CTaHAapTHOIO MOMMIIKOK olliHKH (RSE) < 15 %.

Habip oanux wooo egpexmusrnocmi ma Gesnexu. Tpu Habopu nanux OJ1 s
aHajizy Oy/u NiAroToBaHi Ha OCHOBI AaHMX, OTPUMAHHX B OKPEMHX

11. JIuzaiiH KIiHi4YHOrO
BUNPOOyBaHHA

7 7%%,(,ng€ g)':(/ & .(’///—ﬂ ey
P 7//
— / A ) —
XA e O L EE _,;, 57 4 N
Y (K ecnoocn



006086

pocnimkennax. Oaun MicTuTh ani woao edexkTuBHOCTI (HAGIp AAHMX 1WOO
CYMHU JiaMeTpiB ypaxkeHs [SLD]); oqus mMicTuTs aui moo QTe (Habip maHux
mwoao QT) i ocranHii MICTHTB faHi WOJ0 HeGAXKAHKX SBUILL (Habip naHux
mono HA).

12, OcHoBHI  Kkpurepii
BKJTIOYEHHS

Honynsuiinuii @K  ananis Bkmouae  namieHTiB i3 3708KICHUMH
HOBOYTBOPEHHAMH (MOIIMPEHI/METACTATHYHI COMIAHI MyXIHHK) i3 A0CTiHKEHD
RXDX-101-01, RXDX-101-02 i RXDX-101-03. Hani mwono nauiedtis 6yau
BK/IOYEHI B nonynsiuiiiauit ®K aHani3, AKmo ais HUX OyNia HasgBHA JOCTATHS
iHpopmalis mOM0 A03yBaHHA Ta WIOHANMEHIE OJHA HAMCKHAM YHHOM
38JI0KyMEHTOBaHa Ta BM3HA4Y€Ha KUIbKICHO KOHLEHTpAaLis eHTPeKTUHIOY abo
MS5 nauienra.

[TauieHTH  BBaXKalUCh  «OL[HIOBAHUMH»  JUIS aHanizy  eKCrosuLis—
e(DeKTHBHICTS, SIKIO IS HUX HasBHA I[OHaiMeHIIe oxua ouinka RECISTI.1
JI0 NiKyBaHHS Ta Mi/l 4ac JAiKyBaHHS Ta Bi/MOBIAMH BUSHAYCHHM KPUTEPIsM, K
3a3HaYCHO HIDKYE B aHali3i eeKTHBHOCTI ISt MiArpyr.

AHanis NpoBOJMBCA Y JABOX OKPEMMX MiArpymnax nalieHTis:

. ROS1 NSCLC: jopocni mauieHTH 3 MicueBonommupeHuM  abo
METacTaTHYHUM HEAPiIOHOKITITUHHAM paKoM JIereHb, MO3WTHBHHMM HA 3JIMTTS
ROSI,

O sKi OTpHUMAaJIH OHAHMEHLIE OJHY 103y EHTPEKTHHIOY,

O i3 BHMIPIOBaJIbHUM 3aXBOPIOBAHHAM Ha  [OYATKOBOMY piBHI 3a

BU3HAYeHHAM J0CiaHuKa BianosigHo g0 RECIST Bepcii 1.1,
o i 0e3 nomepemHbOro JiKyBaHHs iHri6itopamu ROSI (Hampuknag,
KPHU30THHIO).
* NTRK: gjopocni  mauientn i3 micueBomowupeHumMu — a6o

METaCTaTHYHMMH COMIJHUMH MyXJIMHAMHU 3i 3MMTTAM redis NTRK1/2/3,

O sIKi OTpMMAJH MOHAMMEHIIE OHY 103y eHTPEKTHHIOY

© Ta i3 BUMIPIOBAIBHUM 3aXBODIOBAHHAM HA [OYATKOBOMY piBHI 3a

BU3HAUeHHAM pociianuka 3a RECIST sepeii 1.1,
o i0e3 nonepennroro nikysanns NTRK (Hanpuknaz, LoxoR).

13. HocnimkyBaHuii
JiKapceKuii 3acid, cnoci6
3aCTOCYBaHH:A, cuaa ail

Y nocnimkenni RXDX-101-01 nikapceka d¢opma Fl EHTPEKTHHIOY
3acTocoByBanack y koroprax 1-6 (sig 100 mr/m* 106y a0 400 mr/m?/ 106y i Bin
600 mr 110 800 mr, dikcosana 103a) i sikapcbka popma F2A 3actocoBysanach y
Koropti 7 (600 mr, ¢ikcoBana 103a).

Y nocnimkenni RXDX 101-02 eHTpeKTHHI6 3acTOCOBYBaNM MEPOPAIbHO B
n03i 600 Mr omuH pa3 Ha 100y B MOBTOPIOBAHMX 4-THIKHEBMX LHMKIAX.
TlepBuHHOIO NiKapChKOKO GOPMOIO, 1O 38CTOCOBYBANACE Y LIHOMY J10CII IKEHH],
6yna F2A. Jlikapceka ¢opma F1 3actocoBypasach OOMeXeHOMY 4HCITy
MALIEHTIB, Ki Ni3Hille nepeiiniu Ha OTpUMaHHs Jlikapchkol hopmu F2A.

Y nonynsuii gopocnux nanjientis (gocniprenns RXDX-01-101 i RXDX-01-
102) no3u noxaa 600 Mr He BUKOPHCTOBYBAIKCH /15 PO3POOKH MOIEII.

Y nocnimkendi RXDX-101-03 nauieHTd 0TpUMYyBAIIH TiKYBaHHS TiKapchKOkO
(opmoro F2B entpekTuniby B n03i 250 mr/m? i nikapcekoro ¢dopmoro Fl1
CHTPeKTHHIOY B j103i Bume 250 wmr/m%  EnTpekTuHiG 3acTocoByBain

—
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MepopabHO 3 MPUHOMOM iK1 OWH pa3 Ha 100y B MOBTOPIOBAHUX 4-THIKHEBHUX
LUKIax.

14. [Tpenapar
MOPiBHSHHSA, 1034, Crocio
3aCTOCYBaHHS, cuja Oil

He 3actocosHo.

15. CynyTtHs Tepanis

He 3acTocoBHO.

Ouinka eKCNo3HUis—e(EeKTUBHICTE NPOBOAMAACH HA OCHOBI  JaHMX,
OTPUMaHKX y Jopociux. Tomy TyT posrisjaiuchk juiie [aHi, OTPUMAaHi B
nocnimkeraax RXDX-101-01 i RXDX-101-02.

V' nocnmimpxennax RXDX-101-01 i RXDX-101-02 owuiuka NyXJHHH
NPOBOJMIACK Mifl Yac CKPUHIHTY, B KiHUi MKy | (Tvkaens 4 + 2 awi), mics
LOro KOXKHI 8 THXKHIB (+ 7 IHIB), HE3aI@XKHO BijJ 3aTPUMKM JiKyBaHHS uepes
TOKCHYHICTh 1 B KiHLI JiKyBaHHs (AKIIO MHUHYJIO Giiblue 4 TIKHIB 3 AaTH
OCTaHHBOT OLIHKA METOJOM Bidyamizauii). PosMip nyxiuHu Bu3HAuaBCs
BianoeinHo 10 RECIST sepcii 1.1 sik cyMa HaliloBIIMX TiaMeTpiB ypaKeHHs
MaKCHMYM ISl 5 LiTBOBHX ypajkeHb.

Haiikpaiua 3arasena sinnosins (H3B) Gyna BusHadeHa sk Haiikpaiua 3arajibHa
PEHTIEHOJIOriYHA BiANOBiAb, 3aJ0OKyMEHTOBAaHA BiJl MOYATKY JiKyBaHHS /0
nporpecyBaHHs 3axBoptoBaHHs, Ha nijacrari RECIST sepcii 1.1,

TpusanicTs BiAMOBiAI po3paxoByBanack TILKM /118 NALIEHTIB i3 BiANOBi 4110,
K MPOMIKOK yacy (y AHAX) MK JaTOr nepuioi o6’ eKTUBHOT BianoBiai (mosHa
BiANOBiAL a0 yacTKOBAa BiAMOBiAb) i JAaTOK NEPLIOrO 3aJ0KYMEHTOBaHOIO
PEHTIEHOIOrYHOr0 NporpecyBaHHs 3aXBOPIOBaHHs ab0 JaToK cMepTi 3 6y 1b-
AKOT MPUYMHK, 3a]€KHO BiJ TOro, w0 HAactae padime. JIng nauieHtiB Ges
NporpecyBaHHs 3aXBOPIOBaHHsA Ta sAKi He nomMepnu npotarom 30 aHIB micis
OCTaHHBOT 103 JOC/II/)KYBAHOTO JTiKyBaHHS, TPUBalicTh Biamosiai Oyna
LISH3ypOBaHa M1/l Yac OCTAHHLOI JaTH OLIHKK MyXJWHH 10 Oyap-1KOi JaTH
MO JaJIbIIOT MPOTUITYXJIUMHHOT Tepanil.

16.  Kpurepii  ouinku
€(eKTHBHOCTI

17.  Kpurepii ouinku
Oesnexu

B uentpax pocaimkenHs RXDX-101-02 B CIUIA Ta Slnonii nauienrtam
saikicHioBany 3anuc EKI' Tpuui ta awanisysanu wueHTpanizoBaHo. 3minHHa
Oesnexu, WO npeacTaBise Oe3nexy, 3 MONPAaBKOI HA BHXiJAHE 3HAYCHHS Ta
CKOpHroBaHuii no gopmyni @pesepika 3a YaCTOTOIO CEPLUERUX CKOPOUEHE
inteppan QT mig Hassow AQTCF.

HeGaxani ssuma (HA). dani moao HS 6ynu vassui ans ycix nauieHTis, siki
OTPUMAJH IIOHAWMEHIIE OIHY 03y €HTPEKTHHIOY B JociimkeHHAX RXDX-
101-01, RXDX-101-02 i RXDX-101-03. Crtyniue Ttskkocti HS 6Gym
BU3Ha4yeHui BianosiaHo 10 NCI CTCAE Bepcii 4.0.

18. CtaTHCTHYHI METOIH

MMonyasinifinmii papmakokiHeTHYHHI aHAai3

CraTtucTuuHa MOJeb

Mooenv mixcinousioyanvrnoi eapiabensnocmi

BiamiHHICT Misk OKpeMHMH NaLieHTaMu B napamMeTpax Mozei (0) BBakaiach
BUNAKOBUMH BETMUMHAMH Ta Oy/1a 3MOA€Nb0BaHa Y BUIIIs eTa (1)) 3MiHHMX.
BBakanoce, 10 KoXHa 3MiHHA 1 Mac cepefiHe HyJb | BiAXMJIEHHA O, sKe
MOX/IMBO  pospaxyBard. Lle BiAXMIEHHA onUCye  MiDKIHOMBILyanbHY
BapiabesnbnicTh ®K napameTpy Ta BBaXaoch, 1O PO3NOiN iHAMBIAYaTEHOTO
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@K napametrpy B TMMOBiH monmynswii € HopmaneHuM. MiKiHAMBIZyanbHA
BapiabenpHicTh Oyna nopinomieHa y BUrisii koediuienra papiauii (CV).

Mooenv ocmamounoi nomunku

BiaMiHHICTE MiXK CIOCTepe)KyBaHMMM KOHLEHTpallisMH Yy TIasMi Ta
MPOTHO30BAaHUMM 32 MOJE/UII0 KOHIEHTPALSMU Yy IJIa3Mi  BBAXKAJIHCh
BHUINAKOBUMH BEJIMUMHAMH Ta Oy/IH 3MOJEBOBAHI Y BiJHOIIEHHI MEPeMiHHHX
encuiioH (). [Ilpunyckaetses, 110 KOKHA NepeMiHHA € Ma€ CEPeHE PiBHE HYJIIO
| BiIXMJEHHS G2, siKe MOXJIWBO po3paxyBaTu. Tpu pi3Hi Momeni MOMHIOK
TECTYBAJMCh i3 MOJE/I OCTATOYHOI BapiadeNbHOCTI: MOJAENb AJUTHBHOT
MOMMJIKH; MOJEJb MHOMXHHHOI MOMHIKH Ta 00’€QHaHa MOIENb aAUTHBHOI—
MHOKHHHOT NMOMMJIKM. BenuumHa ocraTouHoi BapiaGenbHOCTI € PiBHOIO G i
BHPQ/KEHA K KOHLEHTpallis B MOJEN aIUTHBHOI MOMUIKK Ta K KoedilieHT
Bapiaulii B Mozie/li MHOKMHHOT nomunku. TpaHcdopmaliii, Taki SK JBOCTOPOHHI
TpaHcopMaLlii 103BOJAIKUCE 32 TOTPeOH.

Koesapianmuuit ananis

Sk Tineku Gyna oGpana 6a3oBa CTPYKTYpHA MO/IEIb, HECTPYKTYPHI KoBapiaTh
TECTYBAJIMCh MoeTanHuM crnocoboM. I3 wierw wmeroro Oyna 3actocoBaHa
npouenypa nodyaosu B PsN mozeni moeranHoi koeapiatu (SCM), MOKIHBO i3
3ajly4eHHAM JliHeapu3auil. ¥V LbOMY pa3i KoBapiaTh MOXKYTh OYTH YacCTHHOIO
MOTEHUiHUX MPEAMKTOPIB, AKIIO BOHM OyIM 3HAUMMMMM Ha piBHi p<0,01,
OJIHAK MOKYTE OyTH 30epeeHi nuiue B 3aKTIOUHIH Mogeni KoBapiaTH, KO
BOHHM Oynu 3HauuMUMH nipu pisHi p<0,001.

[Tapu kopapiara—napameTrpu, onucaHi B TaGauLi 1, TECTYBaaMCh SIK YaCTHHA
npoueaypu nodynoeu nonynsuiitnoi K.

Tabnuus 1. [lapa koBapiaTa—napamerp, 1o 0y/Je TECTYBaTHCh AK YaCTHHA
npoterypu nodynosu nonynsiiinoi ®K.

Kogapiara @K napametp

Maca Tina Knipenc (CL) i o6’emu (V) 3a ponomorowo
anaomeTpuuyHoi  Teopii. Ha  3akmouniii  crazii
MPOBOAMTBCA  aHali3  4yTIMBOCTI  KoedilieHTIB
NOTYKHOCTI.

Jlikapceka [Tapamerpu nos’asani 3 abcopOuiclo (30kpema, Frel,

(dopma KA, ALAG] Ta/a6o D1)

Moaudikaropu [Tapamerpu nor’sa3ani 3 abcopOuieto (3okpema, Frel,

pH KA, ALAGI Ta/a6o D1)

AHani3 ekcno3uuisi—epeKTHBHICTL

[lomykoBuii aHani3 NpoOBOAMBCSA 3 METOIO BUBUCHHSA: YH ICHYE KOPEJISILIist MisK
EKCMO3MLIEK  eHTpekTHHIOOM 1 M5 Ta edextuBHicTio. AUCss
BMKOPUCTOBYBAJIaCh K METPHKA €KCIO3HILIIT.

Heninifina Mozens 3milaHux edexTiB BHKOPHCTOBYBanach /Ui OLLHKH
3B’ 53Ky MK eKcrosuiieto ta SLD.

[lependauanocsk, mo BUnaakoBi epextu Oyau log-HOPMAIBEHO PO3NOiNEHi i3
cepejiHiMH, 110 JopiBHIOWOTE 0, i KoBapiauiiinowo matpuuelo G, y Toii yac Ak
3aJIMLIKK (€_1j) Oy HOpMaAbHO Po3NoAiJeHuMH i3 cepentim O i BiAXUIEHHIM
R.
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Brme  nonepennsoro nikysauus iuriGitopamu THPO3HHKIHA3U (TaK/Hi),
NEepPBHHHOI NMYXJIMHH FOJIOBHOTO MO3KY (Tak/Hi) | BUXiZHMX MeTacTazip y UHC
(HasABHICTB/BIACYTHICTB) Ha napametpu mozeni, KS i KG, pO3risfanuchk s
(opmanbHOro  TecTyBaHHS,  BMKOPHCTOBYIOUM KPUTEPIH  BiAHOLIEHHS
nonibHocTi. SIKio Kputepiii GyB 3HAUMMIM, KoBapiaTa(¥) 3aauianach(uce) y
3aKIIOYHIN Moaeni.

[Tapametpu moaeni Gynu pospaxoBaHi 3a HOMOMOrORO METOLy 0OMekeHOT
MaKCMMaJIbHOT NpaBaonoAiGHOCTI.

AHaJi3 ekcno3unisi-0e3nexa

36’az0x excnosuyis—-QTc

3B’430K eKkcrnosuuis—QTc BuBYABCA OKpPeMO IS BHXigHOL PEUYOBUHHM
eHTpekTuHiOy Ta MS. KoHueHtpauis eHTpexTnHiOy (BiamoBizHO BMXimHOT
pe4oBUHH | M5) B MOMEHTH yacy, y3rOMKeHi 3 BUMipIHOBAHHAMH QTc nna
KOKHOT'O MAalli€HTa, BUKOPUCTOBYBAIACH IK METPHKA GKCIIO3ULIT NKapchKOro
3aco0y.

bynu  moGymosani  rpadiku  AQTcF  npu  cmiseigmomenHi  3i
(crocTepeskyBaHOI0) KOHLEHTpALI€lo.

Jliniina Monens 3mimanux edyektis 6yn1a BUKOPHCTAHA IS OLIHKH 3B A3KY
MisK excrosuuiero ta QTc.

[epenbayanocs, wo BUMAAKOBI epekTr GynM HOPMANBHO PO3MOAiieHi i3
CepeHIMH, 110 TOPIBHIOKTH 0, i HECTPYKTYPOBAHOK MATPHLEIO KoBapiauii G,
Yy TOl yac K 3aaumku (e_ij) Oyau HOpManbHO pO3NojijieHi i3 cepeaHim 0 Ta
BiaxuineHHsm R.

[TapameTpu moneni Gymu pospaxoBaHi 3a JOMOMOTroK0 METONY OoOMeKeHOT
MaKCUMMaJIbHOT MPaBAUBOCTI.

Pienns knacudikysatu pusuk mikapcekoro 3ac00y TIpyHTYBallock Ha
BEPXHii rpanuui AsoctoponHsoro 90 % mosipyoro intepsany ans AQTCF,
OTPHMAHOTO 3a J0MOMOroo mMozeni. Bepxua rpanuus > 10 Mkc y aopociux
Nai€eHTiB, AKi OTPUMYBAIM JiKyBaHHA B 1031 600 M oquH pa3 Ha 100y, Oyne
BBKATHCh NPOOIEMATHUHOKO,

38’5130k excnosuyia—HH

byB BHKOHaHWi rpadiunnit aHanis A1 BHBUEHHS, YM BHHMKHEHHS SBHIL
Oesneku Moske OyTH MOB’s3aHe 3 BapiabelbHICTIO eKCIO3ULLIT EHTPEKTUHIOY Ta
MS5.

Jlorictiuna  perpecisi  BMKOpHCTOBYBajnach /Ui BHUBUCHHS 3B’ A3KY
ekcnosuuis—H. Byna Bpaxoeawa niuilina dyHkuis, wo OMUCYE BIUIMB
EKCIO3MLIT.

19. Hemorpadiuni
MOKa3HUKH
JOCITIKYBAHOT MOMyJIsLii
(crars, BiK, paca, TOIIO)

Bik nopocaux nauienrie Bapirosas sia 15 10 86 pokis i maca Tina BapitoBaja
Bix 31,6 1o 130 kr. ¥ miteit Bik i maca Tina BapitoBana iz 4 10 20 pokis i Bin
13,3 o 79,2 xr BinoBiaHo.

20. PesyabTaTu
ed)eKTUBHOCTI

Honyasiuiiinnii @K ananis

byio BeranoBneHo, o npotec aGeopBuii eHTPeKTUHIGY HYIOBOTO MOpsAKY
TpuBae Oauszeko 1,35 romuuu, a nepioa HaniBaGeop6uii — 0,686 roauHM.
Binnocra Giopocrynuicts (Frel) ans nikapeskux gopm F2A i F2B MOPIBHSAHO 3
Fl Gyna 3adikcoBana Ha | y mopocaux nauientis. [lis THIOBOrO natieHTa 3
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macoto Tina 70 kr CL/F i V/F nns entpextuniOy Gynu po3paxosaHi Ha piBHi
19,6 n/rox i 551 n BianosimHo. ToMy, Uit THIOBOTO MalieHTa Mepion
HaliBBUBEIEHHS EHTPEKTUHIOY cTaHOBMB 19,5 roguHu.

JU1st TUTIOBOTO Nalli€HTa, KA OTPUMYBAB JTiKyBaHHA B 1031 600 Mr ouH pa3
Ha 100y, KoediuieHT HaKOMMUEeHHS eHTpeKkTHHIOY OyB po3paxoBaHuii Ha piBHi
1,89. lns M5 koediuienT HakonnueHHs 6yB po3paxosanuii Ha piBHi 1,91.

[Tomipna mixiHANBIJyanbHa BapiabesbHicTh Oyia obuncnena aas CL/F, Frel
(To6T0 BifHOCHA GiONOCTYMHICTD €HTPEKTHHIOY 31 3HAYEHHAM 171sl MOMYJIALT,
3adikcosanum Ha piBHi 1) i CLM/F (30,8 %, 40,1 % i 54,6 %,BianoBixHo).
Opxnak, 6inbl BUCOKa MiiHIMBIJyanbHa BapiabenbHicTh Oyna o6uncaeHa A
KA (122 %) ta nns aaMTHBHONO KOMIOHEHTY 3ajIMIIKOBOI BapiaGenbHOCTI
(132 %). Ui napamerpu Oyad po3paxoBaHi TAKOXK i3 BHCOKOI TOYHICTHO
(3okpema, RSE < 10 %).

Kombinopana MOJIeJIb MHOKMHHOT  Ta aJUTUBHOT MOMHJIKH
BMKOPHUCTOBYBaach Ajis 000X eemMeHTiB. BennuuHa nponopuiiHoi moMuaku
Oyna nomipHoto: 29,3 % ans entpekTrHiIOY i 32,1 % nna M5 Bignosizxo. OgHak
CTYNiHb AJUTHBHUX TOMMJIOK OYB BEJMKHM MOPIBHAHO 3 HMIKHBOK MEKEI
KinpKicHoro Bu3HaueHHs (LLOQ) 3,57 HM st KOKHOro enemeHty (To6to 108
i 34,7 uM ans enTpexTuHiOy Ta M5 BianmoBiaHo). Benuka aauTHRHA MOMMIIKA
MOe CIIPUATH 10 HAJMHIIKOBOMY MPOTHO3YBAHHIO [UIA JEAKHX i3 HU3BKUX
KOHLIEHTpaLii nicis npuiiomy nepiuoi 103u. Taka BellMKa OCTATOYHA MOMUIIKA
Moe OyTH MOoB’A3aHa 3 MKIHAWBIAYaIbHOI BapiaOesIbHICTIO MiJ Yac Bi3HUTIB
Ta JESIKOI0 HEOJHOPIAHICTIO B Yaci 300py cKyaHUX AaHux i3 OK.

OuiHka KOBapiaT eHTPEKTHHIOY

basosa mojens npumyckae, 10 OYeBMAHHMI KIipeHC Ta 06’eM posnoainy
3MIHIOETBCS K (yHKuis posmipy Tina. Lls rinoresa Gyna nignana cymuiBy
IIAAXOM BHAAJEHHA amnoMeTpuyHuX KoediuientiB CL/F Tta V/F. Taka
CTpyKTypHa Moaudikauis niapuinuna ingopmauiiinuit kpurepiii Axaike (AIC)
(Ta inopmauiitnuit kputepiii baiieca [BIC]) Ha 56 nyHKTIB.

Brmouenns snnuBy moaudikatopis pH na KA a6o Frel ue npussoamio 1o
cyrreBoro 3MenuieHus AIC abo BIC i, Takum yuHOM, Lisi KoBapiaTa He Oyna
BKJIIOUYEHA B IaHY MOJEJIb.

Bkmouenns BnauBy Jgikapcekoi ¢opmu Ha KA He smenmuiao AIC Ta
30inbwma0 BIC va 6 myHkTiB. OKpiM TOro, BKJIIOUEHHS BIUIMBY JliKapChLKOi
(dopmu Ha Frel npusseno 1o sHuxkenns AIC na 3 nyHkTu Ta 36inbmenns BIC
Ha 3 nyHkTu. Tomy, BianoaigHo no kputepiis BIC ta AIC BniuB jikapchkoi
(opmu He yTpumyBaBcst B Mojgeni Hi Ha KA, Hi Ha BigHocHy GiogocTynHicTs
(Frel). Tum ne menine, rpadik n_Frel mopiBHsHO 3 KOBapiaTo0 «10CTiIKEHHS»
cBiguuTh, 1o JocaimkeHHs RXDX-101-03 wmae wmeHmy BingHOCHY
OiomocTynHiCTh NMOpiBHAHO 3 HochipkeHHsMH RXDX-101-01 ta RXDX-101-
02. Biaminnicts y n_Frel mix ST3 Ta iHIHMH IBOMA JOCIiKEHHAMHU Oyna
3Ha4HO OinblIorO Hix pisHuug B M_Frel, wo cnocrepiranace Mixk J10pocinMu,
AKi OTpUMYBanM JiKyBaHHA Jikapcekow dopmoio F1 (cepenne (m_Frel)
= -0,0399, SD (n_Frel) = 0,322), Ta popociux, sKi OTpUMYyBaIM JIiKyBaHHS
nikapeskoro dopmoro F2A abo F2B (cepenne (n_Frel) = 0,0802, SD (n_Frel) =
0,291). Oxpim Toro, rpadik 38’ 3Ky Mik CMOCTEPEIKEHHAM Ta MONYIALIHHUMH
MPOrHO3aMH, CTPaTH(IKOBAHUMH 3a JOCIIKEHHSM, TAKOK CBIJYMTH MPO Te,
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IO MOJeNb /a€ MiJBMIIEHE MPOrHO3YBaHHA KOHLEHTpaUiil y aociimkeHHi
RXDX-101-03. Tomy mnpornoHyBajoCk CKOpUIYBaTH Lie  [iJBUIIEHE
NPOrHO3yBaHHA LIIAXOM iMMJIEeMEeHTAalil BIUIMBY JiKapchkol GOpMH JIHLIe Ha
nociimkenHs RXDX-101-03.

Bxmrouenns nporo ¢ikcoBaHoro edekTy 3MEHIIMAO0 NOKA3HUK L{iILOBOT
ynkuii (OFV) Ha 9 nynkriB; a Takosx 3meHinuio AIC ua 7 nyukrie Ta BIC Ha
I nyHKT.

Cnoctepirases CyTTEBHI LYM B IaHUX [/ JEAKMX MALIEHTIB, BKIIOYCHHX Y
nonynsiuiiinui @K ananis. Tum He meHwe, (i) skicte rpadikis kpurepiis
a/IeKBaTHOCTI [l eHTpeKTHHIOy Ta M3, (ii) azekBarHa TO4YHICTh NapaMeTpiB Ta
(iii) 3a0BiABHI pe3yNbTaTH OLHKM MPOTHO3YIOYOi 3JaTHOCTI MOIei
MPOTHO3YBaHHA CKOPUIOBAaHOTO Bi3yaJlbHOrO KOHTPOJIIO CBig4aTh, L0
pospobsniena mojenp Oyna [OCTATHBOK [UIS HANEKHOrO Ta OIHOYACHO
onucyroTe ®K npodini 111 000X pedoBUH y A0pocaux Ta Aiteil. TakuMm 4uHoM,
po3pobieHa MOJeb BBAXKAIACH HAIEKHOIO /NS MiATPUMAHHS 0OrpYHTYBAHHS
N03yBaHHA IiTAM 3a J0TIOMOTOIO JiKapchKoi popmu anst nopociux (F2A) ta s
pO3paxyHKy napameTpis eKCMO3ULIT 71 aHai3iB eKCro3uLlii—e(peKTHBHICTE Ta
eKcrosuuis—oe3nexa.

3a 10NOMOror BUKOPHCTaHHs 3aKTO4HOI nonyasuiiinoi ®K moaeni 6yno
MPOrHO30BaHo, WO npuitom 103 300 Mr/m? 3abe3neunTs y AiTeit i3 Macolo Tina
Bia 15 1o 50 Kr piBeHb eKcno3uLii AiKapceKOro 3acody, noAiGHMi 10 Takoro,
L0 CMIOCTEPIiraBek y A0POCIHUX i3 Macoto Tina 70 Kr, AKi OTpUMYyBaIM JiKyBaHHS
EHTPeKTUHIOOM y 103i 600 Mr ouH pa3 Ha 100Yy.

@K B cneundiyHux niirpynax namjieHTis

3aranom JaHi CBiI4aTh PO MOPiBHSAIBHY €KCMO3MILIO MK ycimMa cueHapiamu.
BusiBunoce, wmwo y nauieHTiB i3 nopymeHHsM (QYHKUIT HMPOK Jerkoro abo
MOMIPHOIO CTYMeHs TSKKOCTI CIOCTEPIraeThest JEN0 BHINA EKCIO3MLIs
MOPiBHAHO 3 MaLliEHTAMU 3 HOPMaNBHOK (YHKIiEH HUPOK. TUM He MeHIe,
BapiabesibHICTh HABKOJIO LIEHTPabHOT TeH/IeHLT € moioHot0 Ta 95 % nosipumii
IHTEpBA/J CEPeHbOr0 MOCTIHO MEPeKPHBAIOTLCA Ta Jis 060X pPEvYOBHMH. 3
OrJIifly Ha 1€, BPaXOBYKUMW jaucOanaHc y KaTeropisx, iHTeprperamis Iux
rpaikiB NOBMHHA 3/1iHCHIOBATHCA 3 00EpEIKHICTIO.

Bropunxi @K napameTpu juUis aHai3y eKCHO3MLLS/BiANOBI 1k

AnoctepiopHi AaHi Uit eHTpeKTHHIOY Ta M5 A1a KOKHOro nauieHra, Kl
orpumyBaB 1034 10 800 Mr y gocnimkennsx RXDX-101-01, RXDX-101-02 ta
Ao 1100 mr y mocnimkenni RXDX-101-03, takox BHKOPUCTOBYBAJUCH IS
oTpuMaHHs BTOpMHHMX @K mnapamerpis micas a03yBaHHA BiAMOBIAHO J10
nporokony. J{o3u, wo nepesuilytots 800 Mr, 3aCTOCOBYBAUCH JIMIIE OJHOMY
3 18 mauientiB, padime BuganeHi. Tomy Bropunui ®K napametpu 6yau
oTpumani  3aragoM ams 293 (276+17) naujeHTiB 31 3/I0AKiCHUMH
HOBOYTBOPEHHAMM. 3BeJeHa cTaTucTMKa BTOpuHHUX @K napamerpis,
OTPUMaHUX IS €HTPEKTHHIOY Ta M35, 1o Oy/ae BUKOPHCTOBYBATHCS B aHali3i
€KCMO3MLiA/BIANOBIAb, HaBeIeHa B TabuLi 2.

Tabnuus 2. 3pemena cratuctuka BropuHHux @K napamertpis, ska
BHKOPHCTOBYETBCS B aHai31 eKCMO3uLii/Bianosiii

T
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[Mapamerp | N Cepenne | Meniana | MinimansHe | Makcumanohe CraHnapthe |
3HAYEHHS 3HAYEHHA 3HAYEHHA BiIXH/ICHHA

AUCDI1 293 43421 38281 5932 174805 23624

[aM X

roa]

AUCss 293 81394 72267 13410 310210 43688

[HM X

roxa]

CmaxDl1 293 | 2535 2266 313 10236 1483

[HM]

Cmaxss | 293 4444 3925 670 17670 2361

[HM]

[nuBiyaneni nporuososati 3Hauenus AUCss 293 naiieHTiB 3i 3105KicHUMH
HOBOYTBOPEHHAMH Oy/io Kiacu(ikoBaHO Ta po3gilieHo Ha 5 Kareropiii
(npu6IU3HO) OIHAKOBOTO PO3MIpY:

- Q1 (n=59): [13,4, 50,5) x103 uM*ro,

- Q2 (n=59): [50,5, 64,6) x103 uM*roz,

- Q3 (n=58): [64,6, 81,1) x103 EM*rop

- Q4 (n=59): (81,1, 105,3) x103 uM*rog
- Q5 (n=58): [105,3, 310,2] x103 aM*ropx

AHAaI3 eKCno3uLisi—po3Mip MyXJIHHH

Amnani3 nauienti i3 ROS1+ HIIKPJI

Cepen 44 nauieHTiB, BKIIOYEHHX y Habip naHux ais ananisy ROS1+ HJIKPJI,
3arajioM 39 nauieHTiB OynM 3aMIIeH] B aHANI31 €KCMO3ULIIS—PO3MIp MyXJIHHH.

V uiit migrpyni 39 nauientis posnoain AUCss He BiapizHsBCS Bif TOTO, M0
CMOCTEpirapcst y pelTH MOMymALil, sika BHUKOPUCTOBYBanacs A Po3poOKH
mozeni nonynsauiiinoi ®K. 3Benena cratucruka ans AUCss y wiit nigrpyni
CYTTEBO HE BIJIPi3HANACH Bijl TAKOI B PEIUTI MOMYJIALT.

Cepen 39 nauienTis, 3anyyeHux B aHanis, 33 (85 %) Oynu KaTeropusoBaHi sk
TakKi, y AKHX 6y/1a 10CArHyTa 4acTKOBa BiAnoBiae. [Nauientn 6ymu BinHeceHi 10
paHille BU3HAaueHUX 5 kateropiii nmporuozosanoi AUCss. UacTka maiieHTiB i3
UACTKOBOIO BIAMOBIAIO Hi 30iMbliyBanack, Hi 3MeHLIYBanach, MOHOTOHHO
MIEPEXOA4HM Bi/l KATEropii HIKYOT eKCIO3ULiT 0 KaTeropiii BUILOT eKCro3HLiT.

Jloaarouu nauieHTIB i3 MOBHOKO Ta YaCTKOBOK BiANOBIAIIO, YACTOTA BiAMOBIAL
Oyna pisnoto 87,2 % (34 nauient i3 39), npu upomy Tounuii 95 % noBipuwuit
iHTepBan BapitoBaB Biax 72,6 % 10 95,7 %.

Meniana TpuBanocti Bianosini y nauienris i3 ROS1+ HJIKPJI nopienioBana
338 aniB. Crioctepiranace TEHIEHLIS 1100 MEHLIOI TPUBAIOCTI BiAMOBIAi i3
BUIIOK EKCTIO3ULIEI0 Y Aiana3oHi, 1110 BUBYaBCS.

3uadyenHs SLD (n=355) nmoka3syloTh pi3ke 3MEHIUEHHS, W0 CBiAYUTH NpO
3MEHLIEHHs PO3Mipy nyXauHu y Oinbiocti nauieHtis. Ouinka Kopessiii Mix
MOKa3HUKAMM KIHETHUHHX MapaMeTpiB MyXJuHH Ta ekcnosuuio (AUCss aas
EHTPEKTHHIOYy Ta MS5) npojaeMOHCTpyBana 3HA4HY MiXKiHAMBIZyadbHY
Bapiabe/IbHICTb.

llokasunku naxuny s niHilHOT Moaeni, 1o XapakTepu3sye TeHaeHLio B KS
ta KG sk dynxuito logl0(AUCss), 6yau pisaumu 7,11 ana log(KS) (i3 95 %
AL, Bkiovaroun 0 Ta Bapitorou Bia -3,96 10 20,2) ta 1,08 nns log(KG) (i3 95 %
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AL, Brmoyarouu 0 Ta Bapiroioun Bif -0,526 10 2,68). 3 UBOro MoxHa 3po6HTH
BUCHOBOK, 10 YMM BHILE EKCMO3WLiS, TUM BHile 3HaueHHs KS; onHak ue
He3HaYyHAa TEHEHILis.

Amani3 nauientis 3i 3auTTaM NTRK

Cepen 53 nauienTi, BKMOYeHHX y HaGip aaHux ouinku ROS1+ HIIKPJI,
3aranioM 50 nauieHTiB Gy 3aMLIEH] B aHATI3I €KCIO3MLIS—PO3MIp MyXJIMHU.
Y migrpyni 50 nauientiB posnoain AUCSS He BiApisHsiBCs Bif Takoro, o
CIIOCTEpiraBes B PEINTi MOMyNAUil, L0 BHKOPHUCTOBYBAiacs s PO3poGKHM
nonynauitinoi ®K moxeni. 3senena cratucruka ans AUCss y uiit niarpymi
CYTTEBO HE BiJPi3HANACH Bijl TAKOf, L0 CHOCTEpiranack y peuiTi nonysujr.

Cepen 50 nauienris, 3anyueHux B aHanis, 27 (54 %) Gynu KaTeropusoBaHi sk
TaKi, y Akux Oyna JOCArHyTa dYacTKoBa Bianosiae. YacTka nauieHris i3
YAaCTKOBOK BIJMOBIAMIO Hi 30inblyBanach, Hi 3MEHIIYBAlach, MOHOTOHHO
NepexoIs4M Bijl KaTeropii HIK40T eKCIO3ULIT 10 KaTeropiii BULIOT eKcro3ui,
MOHOTOHHO H€ 30LIBIIYIOUUCh, Hi 3MEHIIYHUHCh, NEPEXOAAUH BiJ HUKIUX 10
BUIMX KaTeropiit excriosuuii. Jlogarouy nauieHTiB i3 MOBHOK Ta YacTKOBOIO
BIANOBIUIO, yacToTa BiAnoBigl Gyna pisHowo 62 % (31 mauient i3 50), i3
TounuM 95 % JII B nianasoni Big 47,2 % no 75,3 %. Meniana AUCss (B HM x
roa) nopisnioe 73,3 x 10° y naujieHTiB, sKi BiANOBiNM Ha NiKyBaHHs, MOPIBHAHO
3 82 x 103 y nauientis 6e3 Bianosizi na nikyBaHHs.

Meniana TpuBanocTi BianoBini y nauienTis 3i 3naurtam NTRK, ski Bignosinu
Ha JliKyBaHHs, AopiBHioBana 217 auam. [lomykosuii rpadik ciauute npo
BIZICYTHICTh BHPa)KE€HOT TEHACHLUIT OO MOJ0BKEHHs TPUBAIOCTI BiAMOBifj 3
BUILIOIO €KCITO3HLIICIO B [1iaMa30Hi, 1110 BUBUABCH.

[Tokasznuku SLD (n=343) npoaeMOHCTpyBaIu pi3Ke 3MEHLLIEHHS, 1110 CBiTYHTh
MpO 3MEHIUEHHS PO3MipiB MyXJWHW y OinbmiocTi nawieHTiB. V Aexinekox
nauieHTiB Npodik NPOAEMOHCTPYBAB PELMAMB ITiC/Is TOYATKOBOTO 3MEHIIEHHS
PO3MipiB MyXJIHHH.

Ouinka Kopensauii Mi’k MOKa3sHUKaM¥ KIHETHYHHUX MapaMeTpiB NyXJMHH Ta
ekcrosuiero (AUCss A1 eHTpeKTHHIOY Ta MS) mpojemMOHCTpyBana 3HauHy
MiKIHAMBiAyanbHy BapiaGenbHicTh. [lokasHUKKM Haxuay aa miHilHOT Mozel,
o xapakrepusytoTs TeHaeHuiro B KS ta KG sk ¢pyHkuito logl0(AUCSS), Gyau
piBHuMHM -5,69 nas log(KS) (i3 95 % [II, Bkmrouatoun 0 Ta B gianazoni Big -17,2
10 5,84) ta 0,412 nns log(KG) (i3 95 % I, sxkmouaroud 0 Ta B mianasoHi
Bia -2,09 10 2,91). I3 uboro MoskHa 3p0GHTH BUCHOBOK, [0 HEMAE CBiYEHHS NPO
3B'130K MiJK EKCIIO3HILII€0 Ta aMIIIITY/J010 YK TPUBAJICTIO 3MEHIIEHHS PO3Mipy
: MyXJTHHU.

AmHnauni3 koHueHTpauia—QT

EnrpekTuni® He  cnpuuyMHAB  KiaiHiuHO  3HauMMoi  3mimm  QTcF.
Crnocrepiranuch He3HayHi KOJTMBAHHS CePeiHbOro abCOIOTHOrO 3HAYEHHS
QTcF i3 uacom; makcumanbHa cepenns 3mina QTCF Bia Buxignoro pipHs
21. Pesynpraty Oe3nekn || craHoBuna -18 MKc (BepxHil oaHocToponHiit 95 % I -7.8 mc), 1o
criocTepiraiacs nepesi 103yBaHHIM y UMKl 16. BepxHiil oqHocTopoHHil 95 %
H1 6yB Menwe +10 mMc y Oy/1b-AKuMii MOMEHT Yacy MiJ] yac nepioay JiKyBaHHS.

YV Ginewocti nauienris (92,5 %) cnocTepiranock MakcHManbHe 3HAYEHHS
QTcF nicas BuxiaHoro pisua < 450 mc. Pewra 7,5 % (n=8) Manu 3HaYeHHS, 110
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BapitoBau Big 450 10 491 mc. V sxoaH0ro namienTa He CrocTepirascs iHTepBai
QTcF > 500 Mc nia yac JiKyBaHHs.

[lonibHum umHOM 6inbluicTe nauieHTiB (86 %) Manu MaKCHUMaJbHY
nosutueHy 3miHy QTcF Bix Buxianoro pisus <30 mc. Pewra 14 % manu
3Ha4Y€HHs, 1o Bapitoe Big +30 10 +60,7 Mmc.

Otpumani jaHi He mPOJEMOHCTPYBANM MiATBEPIKEHHS MOJOBIKEHHS
intepeany QT npu 3acTocyBaHHi GilIbII BUCOKHX KOHLIEHTpaLiii eHTPeKTHHIOY
micsist KopeKilii 3a eheKToM uacy Ta iHIAMBiyanbHUMH BUXiAHHMH MOKA3HUKAMH
QTCcF.

AHaNOriuni pesynbrath Oyanm otpumadi npu KoHuentpauii M5 3amicTb
KOHLIEHTPaLii eHTPEeKTHHIOY.

Ananis ekenosunis—nebakani sBuIA

Beboro 298 nauienti i3 mocnimkens RXDX-101-01, RXDX-101-02 Ta
RXDX-101-03 6ynu Bkmoueni B ananis HS, cepex sikux 293 Maiau HaseHi
MeTpuku BropunHoi QK. [lauientn Gynu Kateropusosasi Ha 5 rpyn 0aHaKOBOi
BesHuMHU (N=58 abo 59) zanekHo BiJ BiANOBIAHWUX MOKA3HUKIB BTOPUHHUX
napametpis OK.

3arajoM OTpUMaHi AaHi MiATBEPMKYIOTH FMOTE3y CTATHCTHYHO 3HAYUMOTO
3B’ SI3KY Mi3K €KCIIO3ULIEIO NIKapChKUM 3aC000M Ta BAHUKHEHHSAM LOHANMEHIIIE
ozauoro HJI, wo Bunukae mij yac nikysauus, > 3 crynens 3a NCI CTC.

Y uisomy oTpumaHi JaHi He MiATBEPUKYIOTH TiMOTe3y CTATHCTHYHO
3HaYMMOrO 3B’A3KY MK eKCHO3ML{I0 JIKAPCHKUM 3aC000M TA BUHUKHEHHAM
IIIOHalMeHLIe 0JHOrOo cepitozHoro HAL.

OcHoBHI pesynbrat nonysuiiisoro ®K ananizy Ta aHamisy ekcrosuiisi—

Bi/NOBI/Ib Oy HACTYITHUMH:
- 3aNMekHICTH KOHLEHTpauis y niasMi KpoBi—4ac /s eHTpeKTHHIGY Ta M5 y
MALLIEHTIB i3 3/105KICHUMU HOBOYTBOPEHHAMH OyIH HAHKPALIMM YHHOM OMKUCaHi
OZIHOKOMMApTMEHTHHM METOJI0M TS KOXKHOT CMOJYKH 3 eJliMiHALIEI Neporo
MOPAAKY Ta MOCIILOBHOK HYJIbOBOK aGcopOuieio Ta aGeopbuieio nepmoro
MOPSIKY.

- Ilepion HamiBBHBejeHHs eHTpekTuHiOy 6ys pospaxoBanuii Ha piBHi
19,5 rogunu i 6yno BusiBiieHo, o ®K M5 o6MexeHa IBHIKICTIO YTBOpPEHHS.

- Koediuient naxonuuenns cepenusoro AUC ms entpextuniGy Ta M5 nicas

npuiomy no3u 600 Mr oamH pas Ha n006y OyB pospaxoBaHuil Ha piBHi
22. BucHoBok npubausxo 1,9,
(3aKnmOueHHs) - byno BusBieHO, 1110 Maca Tina BniMBAaE Ha OYEBMIHUI knipeHe (CL/F) Ta
OueBHHHMI 00’eM posnoainy (V/F) ans edtpextuniGy ta MS. s engoredna
BMXi/JHa KoBapiata Oyjia BK/IOYEHA B LII0 MOJENb BiANOBIiAHO 10 NPUHLMIIB
QJIIOMETPHYHOr0  MacluTabyBaHHs, BUKOPMCTOBYIOUM Koediuient 0,75 Ta
koediuieHT | s napameTpis, MOB’SA3aHMX i3 KTpEHCOM Ta 00’ €MOM,
BIAMOBiAHO.

- Y niTeil 3i 3104KiCHUMM HOBOYTBOPEHHSMH, AKi OTPHUMYBAJIM JiKapceKy
¢opmy F1, GiogoctynHicTs Gyaa Ha 28,2 % MeHIIO0 MOPIBHAHO 3 IOPOCIHMH
MALeHTaMH 31 3JI0SKICHUMM HOBOYTBOPEHHSIMH, SIKi OTPUMYBAJIH JiKapebKy
dopmy F2A.

- OKpiM BIUIMBY Macu TiNla 3aranom Ta BIUIMBY Jikapchkoi (opMH y AiTei,
IHLUi KOBapiaTH He MaJin CyTTEBOrO BBy Ha DK eHTpeKTHHIOY Ta MS5.
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- Byno mnporHososano, mo go3a 300 mr/m? y JaiTeit i3 macoro Tina, o
BapitoBana Bia 15 10 50 kr, npu3BoaUIa 10 MOAIGHOT EKCIO3MILT MOPIBHIHO 3
npuioMoM (ikcopanoi 1031 600 Mr 0JMH pa3 Ha 100y B HOPOCIHX.

- ¥V nauienTis i3 ROS1+ ta nosutusuum Ha 3autta NTRK HIIKPJI senuuuna
eexTuBHOCTI Oyna MoAi0HOK B CHOCTEPEXKYBAHOMY Miana3oHi €KCMO3MLl
JliKapcbKoro 3aco0y, IO CBiYMTH MPO Te, MO MIaTo eeKTUBHOCTI OyJI0
JOCATHYTO NPYU 3acTOCyBaHHI 1034 600 Mr 0/IMH pa3 Ha J00Yy.

- Buina excnosuiiis He acoriioBanack i3 BULIMM PU3MKOM nojoBkeHHs QT,
OfHaK aHajli3 OyB 0OMEXKEeHHWiH, OCKIbKM He MOXKIMBO OYy/I10 BHKOHATH
y3roKeHy 3a yacoM kopekuiro QTcF mouaTkoBoro piHs.

- Buiua yacrora cepitosHux Hebakanux siBuil ado H 3 cTynens TsOKKOCTI um
Buile (BusHaueHo 3a CTCAE Bepcil 4.03) crocrepiranace npu Gijibin BUCOKI i
€KCNo3MLiT (MoeHaHO 1/ eHTPeKTHHIOY Ta M5). YacToTa UMX SBHIL CYTTEBO
30inplIyBanach MpH pIiBHAX EKCMO3MILI, [I0 THIOBO JOCATAIMCh TpH
3aCTOCYBaHHI 103, 110 AOPiBHIOOTE ab0o nepeeuinyroTs 800 Mr oiuH pa3 Ha
n00y.

3asBHUK (BIACHUK peECTPaLiHHOro MOCBiUeHHs)

®.Xoddmann-Jla Pow Jita

[Tigmec IMignuc

[Tirep Jlinainrep Epika Exens

Binzin i3 Mi>KHapOAHHUX PeryiATOPHHUX MHTAHE Biggin i3 MiDKHapoOAHMX peryjisATOPHUX
MUTaHb

®. Xoddmanu-JIs Pour Ity ®.Xopdmann-Jla Pour Jitg

bazens, llIBelinapis

bazens, l1IBeliuapis
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Clinical Trial Report

1. Name of the medicinal product
(number of registration certificate, if ROZLYTREK®
available)

F .Hoffmann-La Roche Ltd

Grenzacherstrasse 124, 4070 Basel, Switzerland
F. Hoffmann-La Roche Ltd

Wurmisweg, 4303 Kaiseraugst, Switzerland

2. Applicant

3. Manufacturer

4. Trials conducted: | | |yes [ = |n0 |If not, substantiate j

Entrectinib is being evaluated in the rare populations of adult patients with solid tumors harboring NTRK
fusions and with ROS1-positive non-small cell lung cancer (NSCLC) in the global ongoing Phase II RXDX-
101-02 (STARTRK-2) basket study and Phase I ALKA-372-001 (ALKA) and RXDX-101-01 (STARTRK-
1) studies. In addition, entrectinib is also being evaluated in pediatric patients in the Phase I/II study RXDX-
~|101-03 (STARTRK-Next Generation [NG]). The data presented in the dossier to support the application are
based on the integrated analysis of efficacy and safety data pooled from these four ongoing clinical studies,
and supported by PK data from these and other clinical pharmacology studies of entrectinib in healthy
volunteers and cancer patients.

Medicinal product with complete dossier (stand-alone dossier), other|
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460.

Protocol No. GO40783 (ALKA-372-001). A Phase 1 Dose Escalation
Study of Entrectinib (RXDX-101) in Adult Patients With
Advanced/Metastatic Solid Tumors.

1) type of the medicinal product, by
which registration was conducted or
planned

Protocol No. RXDX-101-01 (STARTRK-1). A Phase 1, Multicenter,
Open-label Study of Oral Entrectinib (RXDX-101) in Adult Patients
with Locally Advanced or Metastatic Cancer Confirmed to be Positive
for NTRK1, NTRK2, NTRK3, ROS1, or ALK Molecular Alterations.

5. Full name of the Clinical Trial,

o . Protocol No. GO40782 (STARTRK-2): An Open-Label, Multicenter,
clinical trial code

Global Phase II Basket Study of Entrectinib for the Treatment of
Patients with Locally Advanced or Metastatic Solid Tumors that
Harbor NTRK1/2/3, ROS1, or ALK Gene Rearrangements.

Protocol No. RXDX-101-03/CO40778 (STARTRK-NG). A Phase 1/2
, Open-Label, Dose-Escalation and Expansion Study of Entrectinib
(RXDX-101) in Children and Adolescents with Recurrent orf
Refractory Solid Tumors and Primary CNS Tumors, with or without
TRK, ROS1, or ALK fusions.

Study ALKA: Phase L.

Study STARTRK-1: Phase I.

6. Clinical trial phase Study STARTRK-2: Phase II.

Study STARTRK-NG:initiated as  a Phase I/Ib, updated to a phase
1/11

7. Period of the clinical trial Enrolment and Clinical Cutoff Dates Used for Evaluable Populations
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and Integrated Analyses of Efficacy and Safety of Entrectinib (ALKA,
STARTRK-1, STARTRK-2 and STARTRK-NG Studies)

Efficacy Evaluable Analysis Set: - in Adult Patients with NTRK]
Fusion-Positive Solid Tumors:

initial analysis Enrolment cutoff date 30 November 2017 and
Clinical cutoff date 31 May 2018; updated analysis Enrolment
cutoff date 30 April 2018 and Clinical cutoff date 31
October 2018;

-in Pediatric Patients with NTRK Fusion-Positive Solid Tumors:
initial analysis Enrolment cutoff date 30 November 2017 and
Clinical cutoff date - 31 May 2018; updated analysis Enrolment
cutoff date - 31 October 2018 and Clinical cutoff date 01
May 2019;

- in Adult patients with ROS1 NSCLC:

initial analysis Enrolment cutoff date 30 April 2017 and Clinical
cutoff date 31 May 2018; updated analysis: Enrolment cutoff date -
30 November 2017and  Clinical cutoff date - 1 May 2019.

Safety Evaluable Population in Adult and Pediatric Patients with
NTRK Fusion-Positive Solid Tumors and in Adult patients with
ROS1 NSCLC

initial analysis Enrolment cutoff date 30 November 2017 and
Clinical cutoff date 31 May 2018; updated analysis Enrolment cutoff]
date 31 October 2018; Clinical cutoff date 31 October 2018.

Study ALKA.: Italy (2 study centers).
Study STARTRK-1: 11 centers in the United States, Spain, and
South Korea.

8. Countries where the clinical trial Study STARTRK-2: 84 investigative sites in 15 countries globally:

was conducted

Australia, Belgium, France, Germany, Hong Kong, Italy, Japan,
Korea, The Netherlands, Poland, Singapore, Spain, Taiwan, United
Kingdom, USA.

Study STARTRK-NG: USA (8 centers).

9. Number of study participants

The efficacy and safety results are based on a NTRK efficacy-
evaluable population (n=88; 74 adult extracranial, 7 adult primary
CNS and 7 pediatric) on a ROS1 NSCLC efficacy-
evaluable population (n=94) and safety-evaluable (n=504) population

The 7 efficacy evaluable adult patients with primary brain tumors
(PBTs) harboring NTRK fusions were excluded from the integrated
analysis and analyzed separately, because their PBTs were assessed in
the studies using Radiographic Assessment in Neuro-Oncology
(RANO) criteria, as is standard in clinical trial practice, rather than
RECIST v1.1.

10. Goal and secondary objectives of| Efficacy results from the three studies in adult patients have been

the clinical trial

pooled and analyzed collectively. The clinical development program
of entrectinib also includes STARTRK-NG, investigating safety and
efficacy in pediatric patients with recurrent or refractory solid tumors
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and primary CNS tumors with or without NTRK, ROSI, or ALK gene
fusions. This patient population is included as descriptive and|
supportive evidence of the activity of entrectinib in pediatric tumors.

Justification for Pooling Patients Across Studies for Integrated
Analysis of Efficacy and Safety

The specific objectives of each individual study were different with
the primary endpoint of the STARTRK-2 study being an efficacy
objective (Objective response rate by Blinded Independent Central
Review, BICR-ORR) and the primary objective of the Phase I dose-
escalation studies ALKA, STARTRK-1, and STARTRK-NG being
safety and dose determination (determination of maximum tolerated
dose [MTD] and/or recommended Phase 2 dose [RP2D]). While the
integrated analyses were not pre-specified in the individual study
protocols, considering the rarity of the patient population, an
integrated statistical analysis plan was developed to maximize the
number of gene fusion-positive patients available for safety and
efficacy analyses, including patients from the Phase I studies. This
proposal to pool safety and efficacy from the clinical studies was
endorsed by the regulatory health authorities because of the rare
disease setting.

The integrated analysis was conducted to gain a comprehensive
understanding of the safety profile of entrectinib in cancer patients.
Additionally, integration of safety data provides information on a
broad range of clinical experience (i.e., by population, age, mutation|
type, and exposure). In general, the biologic effect and safety profile
in pediatric patients is anticipated to be similar to adults. Given the
small sample size in Study STARTRK-NG, integration allows the
comparisons of this population to the safety experience of the larger
adult population, so that similarities and differences might be
identified.

The clinical trials included as secondary objective the evaluation of
entrectinib pharmacokinetic in plasma. These data are provided
separately.

In addition, study assessment of patient-reported outcome (PRO)
was a secondary objective of the STARTRK-2 study.

11. Design of the clinical trial

The eligibility criteria for the NTRK fusion-positive patient
population and for selecting the ROSI1-positive NSCLC patient
population, and the trial conduct, including study endpoints,
entrectinib dosing schedule, and tumor assessment methodology and
frequency utilized in studies ALKA, STARTRK-1, STARTRK-2, and|
STARTRK-NG are almost identical and supported the pooling of data
across studies for the analysis of efficacy and safety. All four studies
including pediatric patients treated with entrectinib from the
STARTRK-NG study are included in the integrated safety analysis
dataset (both combined for overall safety population and separated
into subgroups including pediatric, adults, and NTRK fusion-positive
patients). However, for the integrated analysis of efficacy, the
STARTRK-NG study was not included with pooled data from the
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adult STARTRK-2, STARTRK-1, and ALKA, as there was only one
pediatric patient with a solid tumor harboring an NTRK-fusion who
met the efficacy evaluable criterion of > 6 months follow up for the
integrated efficacy analysis. A total of 16 patients were enrolled in the
completed Phase I dose escalation of STARTRK-NG and these
patients have been included in the integrated safety analysis. The
efficacy of entrectinib in pediatric patients with NTRK fusion-positive
solid tumors was analyzed separately from adult patients.

As defined in the integrated Statistical Analysis Plan, the primary
NTRK Efficacy Evaluable Analysis Set included patients who were
TRK inhibitor-naive, had NTRK fusion-positive extracranial solid
tumors, measurable disease at baseline (as determined by the
Investigator Response Evaluation Criteria in Solid Tumors [RECIST]
v1.1) and was intended to have had at least 6 months of efficacy
follow-up from the time of first response by Blinded Independent
Central Review (BICR) assessment.

The updated analyses of the efficacy of entrectinib in adult patients
with NTRK fusion-positive solid tumors are based on 74 patients with
NTRK fusion-positive extracranial solid tumors (expanded NTRK]
Efficacy Evaluable Analysis Set) and 7 patients with NTRK primary
CNS tumors enrolled into the three adult clinical studies up to 30
April 2018. The updated analyses of the efficacy of entrectinib in
pediatric patients with NTRK fusion-positive solid tumors now
includes 7 patients enrolled into the STARTRK-NG study enrolled up
to 31 October 2018. All adult and pediatric patients had > 6 months of]
efficacy follow-up at the CCOD of 31 October 2018 (adult) and
1 May 2019 (pediatric), respectively.

As defined in the integrated Statistical Analysis Plan, the primary
ROS1 NSCLC Efficacy Evaluable Analysis Set included patients who
had measurable disease at baseline and intended to have had at least
12 months of efficacy follow-up from the time of first response by
BICR assessment.

The criteria to molecularly define eligibility for inclusion in the
ROS1-positive NSCLC efficacy evaluable population was applied
consistently to all 3 study populations so that all ROSI-positive
INSCLC patients in the integrated dataset met the molecular criteria
determined as per the STARTRK-2 protocol.

The updated analyses of the efficacy of entrectinib in patients with
ROS1 NSCLC are based on a population of 94 ROS1 NSCLC
efficacy evaluable patients with measureable disease enrolled up to
30 November 2017 and treated with entrectinib. This population
included the 53 patients in the ROS1 NSCLC Efficacy Evaluable
Analysis Set plus 41 ROS1 NSCLC patients enrolled after 30 April
2017 and up to 30 November 2017 (into STARTRK-2 only), who
nevertheless all had > 12 months of follow-up at the new CCOD of]
1 May 2019.
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The updated analyses of the safety of entrectinib provides the safety
results of analyses of cumulative safety data collected from all patients
enrolled and treated with at least one dose of entrectinib in the three
adult and one pediatric study up to the CCOD of 31 October 2018.
This expanded safety population totaling 504 adult and pediatric
patients includes the initial 355 patients in the primary integrated
safety population with 5 months of additional safety data collection,
and an additional 149 patients enrolled and treated with entrectinib
after 30 November 2017.

12. Main inclusion criteria

Studies ALKA, STARTRK-1, and STARTRK-2 recruited patients
with histologically- or cytologically confirmed diagnosis of locally
advanced or metastatic solid tumors that harbor NTRK1/2/3, ROSI
(or ALK) gene rearrangement. Patients had to have
an Eastern Cooperative Oncology Group
Performance Status (ECOG PS) of £ 2 at baseline,
and for the adult studies, be 18 years or older (no
upper age limit existed, allowing the inclusion of
elderly patients).

The pediatric STARTRK-NG study enrolled
children, adolescents and young adults (patients
aged 2 2 years and < 22 years) with recurrent or
refractory solid tumors and primary CNS tumors,
with or without NTRK, ROS1, or ALK fusions

Adequate hematological, liver and renal
function at baseline was required. Patients had to
have a Lansky or Karnofsky score of = 60%.

13. The investigational medicinal
product, method of administration,
strength

In all studies, oral entrectinib was administered by the patient or care
giver on a continuous daily dosing regimen or treatment cycles of 28-
days. The dose used by the majority of adult patients included in the
integrated analysis was the RP2D of 600 mg once a day (QD)
(3 % 200 mg capsules).

In the pediatric study STARTRK-NG dosing was based on  body
surface area (BSA) and during dose escalation doses administered
were 250 mg/m* or 400 mg/m* or 550 mg/m?, or 750 mg/m> The
RP2D was determined in the phase 1 portion of the study to be
550 mg/m* with the F1 formulation. Additionally, PK modeling and
simulation was performed to determine the starting dose of entrectinib
using the F6 formulation at 300mg/m?.

In all studies, treatment with entrectinib continued until documented
radiographic disease progression development of unacceptable
toxicity, or withdrawal of consent.

14. Comparator, dose, method of]
administration, strength

Not applicable.

15. Concomitant therapy

Overall in the expanded NTRK Efficacy Evaluable Analysis Set, the
majority of patients (86.5%) had received previous cancer therapy;
28.4% of patients had received one prior systemic therapy, 27.0% had
received two prior systemic therapies, 8.1% had received three prior
systemic therapies, and 9.5% had received four or more prior systemic
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therapies.

In the expanded ROS1 Efficacy Evaluable Analysis Set, most
patients (75.5%) had received prior systemic anticancer therapy, most
frequently chemotherapy.

Most (83.3%, 420/504) patients in the overall integrated safety
population were previously treated with a systemic cancer therapy.
The majority (75.4%) of patients had received previous chemotherapy,
and 30.6% had received prior targeted therapy. Excluding (neo)-
adjuvant and maintenance treatments, 26.0% of patients had one prior
systemic cancer therapy, 14.9% had two, 9.7% had three, and 19.0%
had four or more prior lines of therapy after metastatic diagnosis.

16. Efficacy evaluation criteria

Primary Endpoints (based on BICR assessment)

Objective response rate (ORR): The proportion of
patients with confirmed complete response (CR) or
partial response (PR): a confirmed response was a
response that persisted on repeat—imaging =2 4
weeks after initial documentation of response.

Duration of response (DOR): It was measured from the date of first
objective response (either CR or PR) to first documentation o
radiographic disease progression or date of death due to any cause,
whichever was earlier. For patients without disease progression or|
death, DOR was censored at the last tumor assessment prior to the
CCOD.

Best overall response (BOR): BOR was the best radiologic
overall response recorded at any single timepoint
from the start of treatment until disease
progression and was based on RECIST v1.1. A BOR
status of CR or PR required confirmation no
earlier than 4 weeks from the first response.
Stable disease could be assigned only after a
patient met stable disease criteria for at least 5
weeks (= 35 days) following the first dose of
treatment.

Secondary Endpoints

met one of the following criteria:

- Confirmed CR or PR;

- Stable disease documented as lasting for at least 6 months
following start of entrectinib.

Progression-free survival (PFS): PFS was defined as time (months)
from first dose of entrectinib to first documentation of radiographic
disease progression or death due to any cause. PFS data for patients
without progression or death was censored on the date of the last
tumor assessment (or, if no tumor assessment was performed after the
baseline visit, at the date of first dose of entrectinib) prior to the
CCOD.

Time to CNS progression: was defined as time (months) from first
dose of entrectinib to first documentation of radiographic CNS disease
progression or death due to any cause. Radiographic CNS disease

progression was defined as an occurrence of a new CNS lesion or

Clinical benefit rate (CBR): CBR was the proportion of patients who|



000102

progression in any CNS lesion per RECIST vl1.1 criteria. Patients
without radiographic CNS progression or death were censored on the
date of the last tumor assessment.

Overall survival (0S): OS was defined as the time (months) from
the first dose of entrectinib to the date of death due to any cause.
Patients who were alive at the time of the analysis were censored on
the last known date that they were alive on or prior to the CCOD.
Secondary Endpoints in Patients with CNS Metastases at Baseline
In the subset of the NTRK Efficacy Evaluable Analysis Set for
patients with extracranial solid tumors presenting with CNS
metastases at baseline, the following objective response endpoints
were also evaluated:

- Intracranial ORR (IC-ORR)

- IC-DOR: In this same CNS subpopulation, IC-DOR was
summarized. IC-DOR was calculated only for IC responders and was
measured from the date of first IC response to first documentation of
radiographic CNS disease progression or date of death due to any
cause, whichever was earlier.

- IC-PFS: In this same CNS subpopulation, IC-PFS was defined as
time (months) from first dose of entrectinib to first documentation of
radiographic CNS disease progression or death due to any cause.

17. Safety evaluation criteria

Safety monitoring in the entrectinib clinical oncology patient studies
consisted of collection of adverse events (AEs), serious adverse events
(SAEs), laboratory tests (standard hematology and blood chemistry),
physical observations/measurements (vital signs, electrocardiograms
[ECGs], Eastern Cooperative Oncology Group [ECOG] in adult
studies and Lansky or Karnofsky performance status in the pediatric
study, eye exams, chest X-rays), and pregnancy test in female patients
of childbearing potential.

18. Statistical methods

In general, analyses were based on descriptive statistics.
Descriptive statistics refers to number of patients, mean, median,
standard deviation (StD), Ist quartile (Q1), 3rd quartile (Q3),
minimum, and maximum for continuous measurements and number
and percentage of patients in each level of a categorical measurement.

Patient disposition, baseline characteristics, study drug exposure,
and safety analyses was presented overall and by analysis sets grouped
by gene fusion status for adult patients (i.e., NTRK fusion-positive,
ROS]1 fusion-positive NSCLC, and all other alterations), by total for
adult patients, and by pediatric patients.

Inferential Statistics, Multiple Comparisons, and Pooling of Data

Formal significance tests was not performed; therefore, P values was
not reported. Instead, 95% 2-sided CIs for point estimates was utilized




to estimate magnitude of effects.

Because of the rarity of this patient population and the expectation
of significant clinical benefit, no statistical adjustment was made to
address the sources of multiplicity associated with this integrated
analysis. No other statistical adjustments was made to account for
subgroup effects associated with pooling of data for this analysis.

19. Demographic characteristic of|of patients were Black or African American.
study population (gender, age, race,| The ages of the 7 pediatric patients with NTRK fusion-positive

etc.)

The demographic  characteristics of all 74 patients in the expanded
NTRK Efficacy Evaluable Analysis Set were generally consistent
overall with the initial 54 patients. The median age of adult patients
was 57.0 years (range 21 to 83) with 64.9% < 65 years), at the time of
enrollment, and overall 35.1% of patients were 65 years or older. The
gender distribution of patients with NTRK fusion-positive tumors was
more evenly balanced (52.7% female vs 47.3% male). The majority of
patients (70.3%) were white, and 17.6% of patients were Asian, 2.7%

tumors ranged between 4 months and 9 years.

The demographics of the expanded ROS1 NSCLC population
(n=94) with respect to gender (36.2% male), age (median 53.0 years
[range 27-86] with 79.8% < 65 years) ECOG PS status distribution (0,
37.2%; 1, 51.1%; and 2, 11.7%) and smoking history was comparable
with the primary ROS1 NSCLC efficacy evaluable analysis set (n=53)
. White (48.9%) and Asian (43.6%) patients continued to represent the
largest race groups.

20. Efficacy results

Efficacy of entrectinib in patients with NTRK Fusion-Positive Solid
Tumors

The objective response rate (ORR) by BICR i.e. BICR-ORR in the
expanded population of 74 adult patients with extracranial NTRK|
Fusion-Positive solid tumors (n = 74) was 63.5% (95 % CI: 51.5,
74.4) (with 5 patients achieving a CR [6.8%]). The majority of]
objective responses were achieved rapidly, usually at the first tumor
assessment at the end of Cycle 1 after commencing entrectinib
treatment.

Even for those patients who did not achieve a best response of PR or
CR, tumor regression of defined target lesions as assessed by BICR|
during entrectinib treatment was observed in almost all NTRK
patients with measureable disease and post-baseline assessments
(Supplementary Result Report dated May 2020). Objective responses
by BICR assessment were observed in all high level tumor types
(12 high level classifications) represented in the expanded NTRK|
Efficacy Evaluable Analysis Set (n = 74), with the exception of a
single patient with neuroblastoma, who died of unknown cause on
Study Day 3 before the first post-baseline tumor assessment.

An objective response (PR) was also observed in one of 7 adult
patients with NTRK fusion-positive primary brain tumors (a glioma)
who had their tumor assessments assessed by the investigator using
RANO criteria.

The updated efficacy results continue to demonstrate a meaningful

The Clinical Benefit Rate (comprising of 5 CRs, 42 PRs and 3 stable
disease (SD) lasting > 6 months) was 67.6% (95% CI: 55.7%, 78.0%),
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durability of effect in this patient population. The median DOR was
12.9 months (95% CI: 9.3, NE [non-estimable]). Of the 47 responders,
24 had ongoing responses at the time of the CCOD.

The Kaplan-Meier (K-M) estimated median PFS based on the BICR|
assessment in the expanded NTRK Efficacy Evaluable Analysis
population was 11.2 months (95% CI. 8.0, 15.7), the same as the
median PFS in the initial analysis , and consistent with the durable
responses observed.

Median time to first documentation of radiographic CNS
progression by BICR assessment or death due to any cause (whichever
occurred first) was 16.8 months (95% CI: 14.3, NE).

At the time of the CCOD for this latest analysis, 24 of the 74
patients (32.4%) in the expanded NTRK efficacy evaluable analysis
population had died. Median K-M-estimated overall survival was
23.9 months (95% CI: 16.0, NE). However, longer survival follow-up
is needed due to the large proportion of patients who were censored
(67.6%), with only 7 of the 74 patients having at least 24 months of]
follow-up.

The results of sensitivity analyses including efficacy endpoints
based on investigator assessment, including concordance between
BICR and investigator assessed response, and the impact on PFS of]
missing tumor assessments and new non-protocol cancer therapy
(NPT) demonstrated the robustness of the updated efficacy results.

Investigator-Assessed Objective Response Rate

The investigator-assessed ORR in the expanded NTRK efficacy,
evaluable analysis set (n = 74) in the updated analysis (CCOD 1 Mayj
2019) was 58.1% (95% CI: 46.1, 69.5). Concordance between BICR-
and investigator-assessed response was high (86.5%, 64/74), with 40
responders and 24 non-responders identified by both the BICR and
investigator.

Investigator-Assessed Duration of Response

The median DOR based on investigator assessment for the 43
responders in the expanded NTRK Efficacy Evaluable Analysis Set (n
= 74; CCOD: 31 October 2018) was 9.3 months (95% CI: 7.4, 18.8).
The K-M-estimated proportion of responders event-free at 6 months
for INV- and BICR-assessed DOR was consistent.

The results of the sensitivity analyses of the impact on PFS of]
missing tumor assessments and NPT were consistent with the primary
PFS analysis result. The BICR-assessed median PFS was 11.8 months
(95% CI. 7.7, 15.7) with additional censoring for missing tumor
assessment, 13.8 months (95% CI: 8.7, NE) with additional censoring
for new NPT, and 11.0 months (95% CI: 8.0, 15.7) where new NPT
was considered an event.

The clinical efficacy of entrectinib was observed in adult patients
with NTRK extracranial solid tumors with or without CNS disease at
baseline (19 patients and 55 patients, respectively) as determined by
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investigator assessment. BICR-assessed systemic response rates were
similar in adult patients with and without CNS disease at baseline as
determined by BICR (57.9% [95% CI: 33.5%, 79.8%] vs. 65.5% [95%
CI: 51.4, 77.8], respectively). Responses were durable in both
subgroups, although median BICR-DOR and BICR-PFS were shorter
in patients with CNS involvement compared to those without CNS
involvement at baseline (6.0 months vs. 12.9 months, respectively).
Entrectinib treatment continued to demonstrate clinically meaningful
intracranial (IC) efficacy. Eight of 16 patients in the expanded NTRK
Efficacy Evaluable Analysis set who had BICR-confirmed baseline
CNS disease (measurable and non-measureable) achieved an IC-ORR
(50.0% [95% CI: 24.7%, 75.4%]), including 4 patients (25.0%)
achieving CR as their best IC response. Among & patients with
measurable CNS disease at baseline by BICR, 5 achieved an IC-ORR
(62.5% [95% CI: 24.5%, 91.5%]) including 1 patient achieving CR.
Kaplan-Meier-estimated median IC-DOR (by BICR) in patients who
had BICR-confirmed CNS disease at baseline and achieved an IC

response (n = &) was 8.0 months (95% CI: 6.7, NE), while IC-PFS (by|

BICR) was 8.9 months (95% CI: 5.9, 14.3).

Entrectinib demonstrated IC activity in patients with NTRK fusion-
positive solid tumors and CNS disease with lesions requiring
stabilization with prior radiation therapy and those without (allowing
for immediate single agent treatment with entrectinib) at study entry.
The intracranial ORR was 54.5% (5/11) for patients with either no
prior radiotherapy to the brain (3 out of 5 patients; 2 CR, 1 PR) or
patients who had prior brain radiotherapy > 2 months before starting
entrectinib treatment (3 out of 6 patients; 2 CR, 1 PR). These data
underscore the CNS activity of entrectinib without the confounding
effect of prior radiation. An additional intracranial responses were
achieved by 2 out of the 5 patients (both PRs) who received prior
brain radiation therapy for CNS disease <2 months before starting
entrectinib.

Efficacy of Entrectinib in Pediatric Patients with NTRK Fusion-
Positive Solid Tumors

All 7 pediatric patients with NTRK fusion-positive solid tumors
achieved an objective response by investigator assessment (ORR:
100%; including the 4 patients with primary CNS tumors). Responses
have been confirmed by retrospective blinded independent review of]
tumor scans (3 CR and 4 PR as best overall response by BICR). At the
CCOD, 6 of the 7 patients continue to receive entrectinib treatment.
One patient with infantile fibrosarcoma discontinued entrectinib due
to an adverse event (Grade 4 pulmonary edema, following pneumonia
and worsening respiratory infection). Responses are ongoing in 5 of]
the 6 patients still receiving entrectinib treatment on study, with the
longest duration of response being 14.3 months.

Patient Reported Outcome Results in Adult Patients with NTRK]
Fusion-positive Tumors
Assessment of patient-reported outcome (PRO) was an objective of]
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the STARTRK-2 study and therefore results are presented from this
study only.

Out of the 71 patients in the expanded NTRK Efficacy Evaluable
Analysis Set enrolled up to 30 April 2018 from STARTRK-2, 65
(91.5%) completed at least one question in the QLQ-C30 at their
bascline Cycle 1 Day 1 assessment. All 12 patients with NSCLC
completed the QLQ-LCI13, and all except on of the 7 patients with
CRC completed at least one question in the QLQ-CR29 at their
baseline Cyclel Day 1 assessment. At baseline, patients reported
moderate-to-high functioning scores for QLQ-C30 (global health
status [mean: 68.6], physical functioning [mean: 74.8], role
functioning [mean: 66.9], and cognitive functioning [mean: 83.9]) on
a score ranging from 0 to 100 with higher scores reflecting better
functioning. While receiving entrectinib, patients tended to maintain
high baseline health-related quality of life (HRQoL) scores (mean|
changes ranging from -4.4 to 5.4 on the GHS up to Cycle 17). For
functioning scales (e.g., physical functioning, role functioning),
patients continued to report moderate-to-high scores at most study
visits, with a trend towards clinical improvement. For cognitive
functioning, scores maintained their overall high baseline value, with
a trend towards some worsening over time (worst mean change from
baseline score of -9.26 at Cycle 17, Day 1).

According to the QLQ-LC13, patients with NSCLC (n=12) reported|
moderate lung symptom burden at baseline (chest pain [mean: 3.5),
coughing [mean: 38.9], and dyspnea [mean score: 26.9]) and at most
study visits throughout the study.

Among the 7 mCRC patients, baseline results of the QLQ-CR29
showed low abdominal symptom burden (abdominal pain [mean:
27.8], bloating [33.3], and stool frequency [13.9]). Scores were
variable, followed no trend but overall remained low at most study|
visits throughout the study.

Efficacy of entrectinib in patients with ROS1 NSCLC

The objective response rate (ORR) by BICR in the expanded ROS1
INSCLC population (n = 94) was 73.4% (95% CI: 63.3%, 82.0%). The
BOR was CR in 11 patients (11.7%) and PR in 58 patients (61.7%).

Tumor regression of defined target lesions as assessed by BICR|
during entrectinib treatment was observed in almost all ROS1 NSCLC
patients with measureable disease and post-baseline assessments.

The K-M estimated median DOR was 16.5 months (95% CI: 14.6,
28.6) and 66% of the responses were ongoing at 12 months. Most
responding patients achieving their first response rapidly, at or before
the first scheduled post-baseline tumor assessment performed at the
end of the first 4-week cycle.

In the updated analysis, 70 of the 94 ROS1 NSCLC patients
achieved either confirmed CR, PR or stable disease lasting at least|
6 months as their best overall response. The clinical benefit rate
(CBR) was 74.5 (95% CI: 64.4%, 82.9%).

The K-M-estimated Median PFS was 16.8 months (95% CI: 12.0,




21.4).

The median time to first documentation of radiographic CNS disease
progression by BICR assessment or death due to any cause (whichever
occurred first) in the updated analysis (CCOD: 1 May 2019) was 24.8
months (95% CI: 16.1, NE).

At the time of the CCOD for the latest analysis, 25 of the 94 patients
(26.6%) in the expanded ROS1 NSCLC efficacy evaluable analysis
set had died. Survival data are not mature. At the CCOD, the K-M-
estimated median OS was not estimable (NE) (95% CI: 28.3, NE).
The K-M-estimated 18-month event-free proportion was 76% (95%
CI: 67%, 86%). Longer survival follow-up is needed.

A series of sensitivity analyses including investigator assessment of
primary and secondary efficacy endpoints as well as analyses
assessing the impact on PFS of missing tumor assessments and new
NPT demonstrated the robustness of the efficacy results.

Investigator-Assessed Objective Response Rate

The investigator-assessed ORR in the expanded ROS1 NSCLC
efficacy evaluable analysis set (N = 94) in the updated analysis was
73.4% (63.3, 82.0), the same as for the ORR by BICR assessment.
Concordance between BICR- and investigator-assessed response was
high (87.2%; 82/94), with 63 responders and 19 non-responders
identified by both the BICR and investigator.

Investigator-Assessed Duration of Response

The median DOR based on investigator assessment for the 69
responders in the updated analysis was 16.4 months (95% CIL: 13.1,
18.5). This was consistent with the INV-DOR reported for the primary
53 ROS NSCLC patients in the initial analysis and also with the
updated analysis of BICR-DOR.

Investigator-Assessed Progression Free Survival

Based on a total of 68 PFS events in the 94 patients in the expanded
ROS1 NSCLC efficacy evaluable analysis set (72.3%), the median
PFS by investigator assessment in the updated analysis (CCOD
31 October 2018) was 14.5 months (95% CI: 10.0, 17.4) and was
comparable to the median PFS by BICR.

Efficacy by Baseline CNS Disease Status

Within the expanded ROS1 NSCLC Efficacy Evaluable Analysis
Set (n=94), 54 patients were included in the No CNS Metastases
Analysis Set and 40 patients were included in the CNS Metastases
Analysis Set, based on the presence or absence of CNS disease at
baseline as determined by investigator assessment.

BICR-assessed systemic response rates were 67.5% (95% CI:
50.9%, 81.4%) in 40 patients identified as having CNS metastases at
baseline by the investigator and 77.8% (95% CI: 64.4%, 88.0%) in 54
patients without CNS metastases at baseline. Responses were durable
in both subgroups though median BICR-DOR was shorter in patients
with CNS disease compared to those without CNS disease at baseline
(16.5 vs. 24.6 months, respectively), as was PFS (11.9 months vs. 21.1
months, respectively). These results reflect the poorer outcomes
reported for NSCLC patients with CNS involvement.

PFS in patients with and without CNS metastases at baseline per|
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BICR reflected the durable responses in each subgroup (median: 11.9
months and 21.1 months, respectively).

Consistent with the poorer prognosis reported for NSCLC patients
with brain metastases, a higher proportion of patients with
measurable/evaluable CNS disease at baseline, compared to those
without, had died (32.5% [with] vs. 22.2% [without]). K-M-estimated
median OS was 28.3 months for patients with CNS disease, and had
not been reached for patients without CNS involvement.

Entrectinib treatment continued to demonstrate clinically meaningful
IC efficacy. In the updated analysis, of the 34 patients who had BICR-
confirmed CNS disease (measureable and non-measureable) at
baseline, one half (17) achieved an IC-ORR: 50.0% [95% CI: 32.4,
67.6]) with 5 of 34 patients (14.7%) achieving an intracranial CR.
Among 18 patients with measureable CNS disease at baseline by
BICR, the IC-ORR was 77.8% (52.4%, 93.6%).

At the clinical cutoff of 1 May 2019, 6 of the 17 patients who
achieved an objective intracranial response were still in intracranial
remission, 9 patients have subsequently progressed and 2 have died.

Intracranial responses were durable. The median IC-DOR based on
BICR assessment in the updated analysis was 12.9 months (95% CI:
3.6, 22.1), and remains unchanged from the median IC-DOR (BICR)
reported in the initial ROS1 population analysis . The median IC-
DOR in patients with measureable CNS disease at baseline was also
12.9 months (95% CI: 5.3, 16.5).

The Kaplan-Meier estimated median intracranial PFS based on the
BICR assessment in the updated analysis (CCOD: 1 May 2019) was
7.7 months (95% CI: 4.6, 15.7) and with narrower confidence
intervals, remains unchanged from the median IC-PFS (BICR)
reported in the initial ROS1  population analysis

The median IC-PFS in patients with measureable CNS disease at
baseline was also 7.7 months (95% CI: 4.6, 17.4).

Prior radiation therapy of the brain was administered to one half of
patients with ROS1 NSCLC and CNS disease at baseline as assessed|
by BICR; 17 of 34 patients with measureable and non-measurable
CNS lesions, and 9 of 18 patients with measureable lesions only.

Eight of the 17 patients who did not receive prior radiation therapy to
the brain achieved an objective intracranial response (IC-ORR: 47.1%,
3 CR, 5 PR), underscoring the CNS activity of entrectinib (without the
confounding effect of prior radiation). Median intracranial DOR was
11.1 months (95% CI: 3.7, not estimable) for these 8 patients. Nine of]
12 patients who had received prior radiation therapy <2 months
before starting entrectinib treatment achieved an intracranial response
(75.0%, 2 CRs and 7 PRs). Median intracranial DOR was 14.7 months
(95% CI: 5.3, 22.1) for these 9 responding patients. None of the 5
patients who received brain radiation >2 months before entrectinib
treatment achieved an intracranial response.

Patient-reported outcomes
Assessment of PRO was an objective of the STARTRK-2 study and
therefore results are presented from this study only.
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Out of the 78 patients in the expanded ROS NSCLC Efficacy
Evaluable Analysis Set enrolled up to 30 Nov 2017 from STARTRK-
2, all completed at least one question in the QLQ-C30 and all
except on patient completed at least one question in the QLQ-LCI3
(n=77) at their baseline Cycle 1 Day 1 assessment. At baseline,
patients reported moderate-to-high functioning scores for QLQ-C30
(global health status [mean: 54.9], physical functioning [mean: 68.1],
role functioning [mean: 60.7], and cognitive functioning [mean: 81.8])
on a score ranging from 0 to 100 with higher scores reflecting better
functioning. While receiving entrectinib, patients tended to maintain
or improve on high baseline health-related quality of life (mean
changes ranging from 0.6 to 12.5 on the global health status up to
Cycle 22). From Cycle 23 and beyond, mean changes in HRQOL
score suggested worsening for patients (n=18) still completing the
questionnaire. For functional scales (e.g., physical functioning, role
functioning, and cognitive functioning), patients continued to report
moderate-to-high scores at most study visits with a trend towards
clinical improvement, with the exception of cognitive functioning.
While maintaining overall its high baseline value, cognitive
functioning trended towards some worsening at specific timepoints
that were above the clinical meaningful threshold of a 10-point change
(worst mean change score of -11.54 at Cycle 21 Day 1 while at least
one quarter of the original population was still providing data).

21. Safety results

The safety profile of entrectinib is favorable and entrectinib is well
tolerated. The overall safety profile observed was generally similar
between pediatrics and adults, except where noted. An overview of the
safety profile in patients treated with entrectinib in the overall
integrated safety population (n = 504) is provided below.

- Almost all patients (99.0%) experienced at least one AE (all
grade). The most frequently reported AEs by PT (in >25% of
patients) were fatigue (44.6%), constipation (42.9%), dysgeusia
(42.3%), dizziness (36.1%), diarrhea (33.5%), nausea (32.1%), anemia
(28.2%), edema peripheral (27.8%), dyspnea (27.0%), weight
increased (26.4%), and blood creatinine increased (25.4%).

- SAEs (all grade) occurred in 39.9% of patients, with the most
frequently reported (>2% of patients) being dyspnea (4.6%),
pneumonia (4.0%), and pleural effusion (3.0%).

- Treatment-related SAEs occurred in 9.7% of patients, with the
most frequently reported being cognitive disorders (1.0%).

- Grade 3-4 AEs were experienced by 60.1% of patients; the most

frequently Teported events (2% of patients) were—anerma (5:7%);
weight increased (7.3%), dyspnea (5.4%), fatigue (4.8%), pneumonia
(3.8%), aspartate aminotransferase (AST) increased (3.6%), alanine
aminotransferase (ALT) increased (3.4%), syncope (3.0%), neutrophil
count decreased, pleural effusion and pulmonary embolism (2.8%

annh) Aiarrhaa and svinamr trant infantinn (D AVL annh)  himnavia
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- Grade 5 AEs occurred in 24 patients (4.8%). The majority of]
Grade 5 AEs were reported in the context of worsening of underlying
diseases or complications of the underlying malignancy. Two of the
24 deaths were assessed by the investigator as being related to
entrectinib: sudden death where a causal relationship could not be
ruled out and cardiac arrest (in a patient with history of aortic valve
replacement and abnormal ECG), on the basis of a temporal
relationship (i.e. events occurred within 3 days of the start of
treatment). There were no Grade 5 AEs in the pediatric population.

- Most AEs requiring intervention were managed with either dose
interruption (45.8% of patients) or dose reduction (26.0% of patients).
AESs leading to discontinuation of entrectinib were reported in 9.1% of
patients.

- The overall safety profile of entrectinib was similar in the pediatric
patient population and adult patient populations. A higher proportion|
(at least a 5% increased incidence) of pediatric patients compared to
adult patients experienced the Grade 3 or 4 adverse events or Grade 3
or 4 laboratory abnormalities of anemia, lymphocyte count decreased,
neutrophil count decreased, hypoxia, weight increased, dyspnea, and
fractures.

22. Conclusion

The benefit/risk assessment based on the results of the updated
analyses of the efficacy of entrectinib in 88 patients with NTRK
fusion-positive solid tumors (74 adult extracranial patients, 7 adult
primary CNS, and 7 pediatric), all with > 6 months of efficacy follow-
up, and of the safety of entrectinib (504 treated patients), remains
positive and is consistent with the overall benefit-risk assessment|
based on the primary analysis.

In adult patients with NTRK fusion-positive tumors, tumor|
regression of defined target lesions was observed in almost all patients
with measurable disease and post-baseline assessments while
receiving entrectinib treatment. The BICR-ORR was 63.5% including
five patients who achieved a CR (6.8%) as their best overall response.
For those patients who did not meet the criteria for an objective
response, additional benefit was demonstrated by clinically
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meaningful durable SD (i.e., for at least 6 months) captured in the
BICR-assessed clinical benefit rate of 67.6%. Median DOR was
12.9 months (95% CI: 9.3, NE) which demonstrates continued
persistence of effect beyond the median DOR of 10.4 months (95%
CI: 7.1, NE) in the primary analysis.

Entrectinib continued to demonstrate broad clinical activity across
the different tumor types harboring NTRK fusions types thus far
represented in the expanded integrated adult NTRK Efficacy
Evaluable Analysis Population. Response to entrectinib treatment was
clinically meaningful and durable in both patients with and without
CNS metastatic disease at baseline.

Intracranial objective responses were achieved by 8 of the 16
patients with CNS disease at baseline as assessed by BICR (50.0%
[95% CI: 24.7%, 75.4%]), including 4 intracranial CRs and consistent
overall with results of the initial analysis

The response rate to entrectinib observed in adult patients with
primary brain tumors harboring NTRK fusions (1/7, 14.3%) was not
as high as for extracranial NTRK fusion-positive solid tumor types.
Nonetheless, among these patients, who are difficult to treat and have
a poor prognosis, having exhausted most or all treatment options, the
single objective response (PR) and stable disease that have been
observed are encouraging and consistent with the preclinical models
for activity for entrectinib in CNS primary and metastatic disease.
Additionally, the pediatric data provide additional support of the effect
of entrectinib in patients with CNS primary tumors.

The efficacy data from the number of pediatric patients
with tumors harboring NTRK1/2/3 gene fusions is consistent with that
observed in the adult integrated NTRK patient population, and has
been outstanding to date. All 7 NTRK patients aged < 18 years of age
(ranging from 4 months to 9 years of age) who have received
entrectinib have achieved an objective response (ORR:100%,
including 4 patients with primary CNS tumors). Responses have been
confirmed by blinded central imaging review (3 CR and 4 PR as best
overall response by BICR).

Overall, the efficacy results of the latest analysis in a broader
population of 74 patients with NTRK fusion positive solid tumors
continue to demonstrate the ability of entrectinib to evoke durable
responses in a high proportion of patients with NTRK fusion-positive
solid tumors, including durable intracranial responses in patients with
CNS disease at baseline.

The ORR by BICR (BICR-ORR) in the expanded ROS1 NSCLC
population (n=94) was 73.4% (95% CI: 63.3%, 82.0%), including 11
CRs (11.7%) and similar to that observed for the primary efficacy
analysis  (77.4% [95% CI: 63.8%, 87.7%]).




000112

The magnitude of the benefit observed with entrectinib to date, both
in terms of proportion of responding patients, and durability of
responses in this population is considered clinically meaningful. The
BICR-ORR is numerically higher than that reported in the
registrational study for crizotinib, the only other ROSI1 inhibitor
approved for treatment of adults with ROSI-positive advanced
INSCLC (Xalkori EU Assessment Report), or in other studies ofl
crizotinib in ROS1 NSCLC conducted globally (Wu et al. 2018;
Michels et al 2019; Moro-Sibilot et al. 2019). Importantly, of the 94
ROS1 NSCLC efficacy evaluable patients from entrectinib studies,
more than one third (36.2%) presented with CNS disease at baseline, a
factor well documented in conferring poorer prognosis, as was
observed for entrectinib in patients with and without CNS
involvement at study entry. This represents one of the highest
proportions of patients with CNS involvement at study entry reported
among studies evaluating ROSI-targeted therapies in NSCLC,
including the crizotinib studies.

The most recent results continue to demonstrate durable IC activity
in a high proportion of patients with ROS1 NSCLC and CNS disease
at baseline, both alone in patients not requiring radiation therapy and
in patients requiring radiation therapy to stabilize some lesions. The
IC-ORR by BICR in 34 of the 94 ROS1 NSCLC patients who had
baseline CNS disease was 50.0% (95% CI: 32.4%, 67.6%) and even
higher in patients with measureable CNS disease at baseline (77.8%
[95% CI: 52.4%, 93.6%]). K-M-estimated median IC-DOR was
12.9 months (95% CI: 5.6, 22.1 and median IC-PFS was 7.7 months
(95% CI: 4.6, 15.7), which is consistent with the results reported for
the primary efficacy analysis.

The demonstrated IC activity and durable IC responses of]
entrectinib against CNS metastases in both ROS1 NSCLC and NTRK
indications is noteworthy in this difficult-to-treat population,
especially as there is no published information regarding the IC
activity of crizotinib in ROSI-positive NSCLC CNS metastatic
disease. The data is consistent with preclinical data demonstrating that
relative to crizotinib, entrectinib is a poor in vitro substrate of P-
glycoprotein, the active efflux transporter expressed at the blood-brain
barrier.

Concurrent with the shrinkage of NSCLC tumors, patients reported
rapid and durable clinically improvement in the symptoms associated
with their lung cancer, including cough, dyspnea and chest pain while
being treated with entrectinib. Patients were able to maintain or
improve on their day-to-day function resulting in an improvement in
HRQoL (evaluated by the Physical function, Role function and Global
Health Status from the EORTC QLQ-C30).

Overall, the efficacy results of the latest analysis in a broader
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population of 94 patients with ROS1 NSCLC also demonstrate a
reasonable consistency with the results reported for the 53 patients at
the time of the first efficacy analysis. The results continue to
demonstrate the ability of entrectinib to induce durable responses in a|
high proport10n of patients with ROS1 NSCLC, including durable IC
responses in patients with CNS disease at baseline.

The efficacy benefit described above continued to occur in the
context of a well-tolerated and manageable safety profile considering
the pretreated and advanced nature of the disease of the cancer patient
population under study.

The second update of the safety of entrectinib provides the results of
analyses of cumulative safety data collected from a total of 504 adult
and pediatric patients in the integrated safety population enrolled into
the three adult (ALKA, STARTRK-1 and STARK-2) and one
pediatric (STARTRK-NG) entrectinib clinical studies as of the CCOD
of 31 October 2018.

In the overall expanded integrated safety population of 504 safety
evaluable patients, the median duration of exposure to entrectinib was| _
5.5 months (range: 0.0-42.1 months) corresponding to a median of 7.0
cycles (range: 1-92). The median treatment duration in the expanded
safety population including the more recently enrolled patients was
6.4 months in the NTRK-adult patients, 7.4 months in the ROSI
NSCLC-adult patients, and 3.0 months in pediatric patients.

Overall, the totality of the safety data continues to indicate that
entrectinib is well tolerated with a manageable safety profile.

Three additional Grade 5 (fatal) AEs have occurred in the expanded
safety population in patients enrolled after 30 November 2017 (4.8%
overall in the expanded integrated safety population of 504 patients).
The majority of the fatal AEs in the expanded integrated safety
population were respiratory AEs, which were reported in patients with
lung cancers or lung metastasis in the context of disease progression.

Fractures, most commonly of the hip or other lower extremity, have
been observed in 6.2% of patients (2.4% Grade 3) and were more
frequently reported in pediatric patients aged <18 years than adult
patients. None of the fracture events led to discontinuation of
entrectinib. In the majority of cases no action with study drug was
taken for fractures; in other cases entrectinib was interrupted, and the
patient continued to receive entrectinib. At the time of the CCOD, the
majority of fractures had resolved.

There were no other new or unexpected safety findings.

The tolerability of entrectinib was evidenced by the relatively small
proportion of patients who discontinued treatment due to AEs (9.1%).
Despite the occurrence of gastrointestinal events, weight loss, and
neurologic events, the majotity of patients who responded to QLQ-
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C30 questions on key treatment related symptoms (e.g., nausea,
vomiting, appetite loss, insomnia, constipation, diarrhea, etc.) reported
that these symptoms “not at all” present indicating that patients
tolerated these symptoms.
Most AEs requiring intervention continued to be adequately
managed with dose interruptions (withholding of dose), dose
reduction, and/or supportive care. Dose interruptions were transient,
and generally did not prevent patients continuing to receive their
planned entrectinib dose for the majority of the duration of treatment.
Adverse events continued to be manageable through routine medical
care and specific monitoring for events of CHF, QT prolongation,
cognitive disorders. These measures allowed resolution of events, and|
also allowed continuation of treatment with entrectinib in most cases.
Based on the outcomes of these events through this type of routine
risk mitigation as described in the proposed RMP, the overall benefit-
risk remains positive.

Overall Benefit-Risk Conclusion

Entrectinib demonstrates a significant and clinically meaningful
benefit in patients with NTRK fusion-positive solid tumors and adult
patients with ROS1 NSCLC along with a well-tolerated and
manageable safety profile. Considering the evidence from the initial
patients exposed to entrectinib for longer, and the experience with
new patients treated with entrectinib, the benefit-risk balance of]
entrectinib is positive.

The data support the use of entrectinib as a treatment option for
adult and pediatric patients with locally advanced or metastatic solid
tumors that are NTRK fusion-positive who have either progressed
following prior therapies or as initial therapy when there are no
acceptable standard therapies. Entrectinib should also be made a
treatment option for adult patients with ROS1-positive NSCLC.
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Entpextnni6 nocnimxysaBes B piakicHilf momynsmii Jopociux mamieHTiB i3 conigEuMu IyXJIHHAMH i3
3muTTsM NTRK T2 i3 ROS1-1m03uTHBHEM He/(PiGHOKTITHHHIM PaKOM JIEeTeHb (HIKPJI) B MixkHapOIHOMY
TPUBAIOYOMY NakeTHOMY Jociimkerti II ¢asm RXDX-101-02 (STARTRK-2) Ta mocmimxenusx I Gbazu
ALKA-372-001 (ALKA) ta RXDX-101-01 (STARTRK-1). OkpiM TOro, eHTPEKTHHI6 Tako¥k BHBYABCS y
miteit B gocmimkenni I/II pasn RXDX-101-03 (STARTRK-HacTynHa rerepanis [NG]). /lani, HaBeneHi B
1[EOMY JOChE Ha IIATPUMKY 3a5BH Ha JIEPXKABHY PEECTPALLiIO, IPYHTYIOTBCS Ha iHTErpaIbHOMY aHATi3i TaHUX
3 eheKTHBHOCTI Ta Oe3nekw, o0’€JHAHUX 3a Pe3yNbTATAMH IUX YOTHPHOX KIIHIYHHX JIOCITIKEHb, TI0
TPUBAIOTh, 1 miaTpuMyothes ®K ganumu, OTpHMaHHMM B IMX Ta IHWMX JIOCTUKEHHSX KIHIYHOI
(hapmaxosorii eHTpexTHHIOY Y 310pOBHX TOGPOBONBIIB Ta NAIIEHTIB i3 3TOSKICHIMH HOBOYTBOPEHHSIMH.
Jlikapcekuii 3acib 3a IOBHMM /10Che (aBTOHOMHE JOCHE), {HIIWI
JiKapChKuii 3aci0, HOBa JIif0Ya pevoBUHA 3TiAHO MyHKTY | (IIiAmyHKTY
1.1) posminmy III Ilopsaky wakasy MO3 Vkpaium Big 23 mumus
2015 poky Ne 460.

IIporoxon Ne GO40783 (ALKA-372-001). [Jocmimkenns 1 dasu
MiBULIIEHHS /1037 eHTpekTHHIOY (RXDX-101) y gopocinx marieHTis
i3 IOIMPEHUMH/METACTATHYHUMH COJTITHAMH ITyXJIHHAMH.

1) tun nikapcekoro 3aco0y, 3a SKHM
[1POBO/IAIIACS abo ITaHY€THCS
peecTpartis

[Ipotoxon Ne RXDX-101-01 (STARTRK-1). BaratonenTpose,
BIZIKpUTE JIOCHiUKeHHsT 1 (asH eHTpekTHHIOGY a8 OpambHOro
sactocyBanHs (RXDX-101) y pmopocnux mamiedTtiB i3 MicueBo
NOIMpPEHAM  ab0  METacTaTMYHHM pPakOM 3  IiATBEpIKEHUMH
MosteKy sipHEME anbrepaiisMa NTRK 1, NTRK2, NTRK3, ROS1 a6o
ALK.

5. TloBHa Ha’pa  KJIiHIYHOrO
BUNPOOYBaHHs, KoxoBaHu#i HoMep|IIporokon Ne GO40782 (STARTRK-2): Binkpure, daratoueHTpose
KJIIHIYHOTO BUIPOOYBaHHS MDKHApOIHe makeTHe nocuikeHHs 11 ¢asum enTpekTHHiby s
JIIKYBAaHHS MAIi€HTIB i3 JIOKAIBHO MOIIMPEHUMH a00 METaCTaTHIHAMHE
COJIITHAMH ITyXJIMHaMH i3 mepeGynosamu reny NTRK 1/2/3, ROS1 a6o
ALK.

[Iporokon Ne RXDX-101-03/CO40778 (STARTRK-NG). Binkpure
pocmikenHs (asu 1/2 3 MiIBMINEHHSM [03H Ta PO3IIMPEHHS
nociimkenns eHTpekTuHiOy (RXDX-101) y nmitelt Ta mimmTkis i3
penn/MBYIOUMMH 400 pedpaKkTepHUMH CONiJIHUMH IyXJIHHAMH Ta
nepsuHHuME myXauHamu ITHC, 31 3mutram un 6e3 3murrs TRK, ROS|
abo ALK.

6. @aza kiiHiuHOrO BUnpoGyBanus  |[locnimkenns ALKA: dasa I.
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Hocaimxenns STARTRK-1: dasa 1.
Jocnipkenas STARTRK-2: ¢aza II.

Hocnimxenns STARTRK-NG: posnouare sk dasa I/Ib, oHOBIEHO J10
¢azu VL.

Habip B focmikenns Ta naTi 3aBepuieHHs 360py KITiHIYHEX JaHHX,
SKi ~ BHKODHCTOBYBAIMCh I  OLIHIOBAHHX nomynAIid  Ta
IHTErpalbHOTO aHalizy e(eKTHBHOCTI Ta Oe3leku EHTPEKTHHIOY
(mocnimxenns ALKA, STARTRK-1, STARTRK-2 i STARTRK-NG)

Bubipka, 1110 aHani3yeThes Ha IpeaMeT eeKTHBHOCTI:

- Y Z0OPOC/IHX TMAlli€HTIB i3 COMIIHAMH NMyXIHHAMH, [O3MTHBHEMH Ha
3Tt NTRK:

TMOYaTKOBHUI aHali3: jara 3aBepiieHHs: Habopy 30 ymmcromama 2017
POKY i nata 3aBepuieHHs 360py KiiHi9HEX Kanux 31 TpaBHa 2018 poky;
OHOBJICHUH aHai3: jlaTa 3aBepinenHs Habopy 30 kiTHs 2018 poky i
JlaTa 3aBepIneHHs 300py KIiHiYHMX naHuX 31 xoBTHS 2018 poky;

-y AiTelt i3 CONMTHUMHE IyXTHHAMH, TTO3HTHBHUMH Ha 31uTTs NTRK:
ITOYaTKOBHH aHaji3: naTa 3aBepuieHHs Habopy 30 nmcromama 2017
7. Ilepion mpoBelieHHs KITiHIYHOTO[POKY i [aTa 3aBepIneHHs 360py KiiHiuHMX famux 31 tpaBus 2018 poky;
BUIPOOYBaHHS OHOBJICHHII aHaJli3: 1ara 3aBepuieHHs Habopy 31 xoBtHsa 2018 poky i
J1aTa 3aBepIIeHHs 300py KiIiHIuHEX fanux 1 Tpasus 2019 poky;

- y Aopociaux namientis i3 ROS1 HJKPJI:

[104aTKOBUI aHasli3: nara 3aBepuieHHs HaGopy 30 ksitHs 2017 poky i
jlata 3aBepIICHHs 300py KiiHiYHMX Jawux 31 TpaBus 2018 poxky;
OHOBJICHHH aHaJl3: fata 3aBepimenHs Habopy 30 jucronana 2017 poky
1 1aTa 3aBepiuenns 300py KimiHiyHuX ganux | TpasHs 2019 poky.

[lonmynsuis, mo ouiHoBanach Ha NpeaMeT GesleKH, Y AOPOCIHX Ta
JUTeH 13 COMIHUMH IyX/IHHAMH, O3MTHBHUMH Ha 3mitTs NTRK, Ta y
mopociux mariedtiB i3 ROS1 HJIKPJI, mouarkoBuii aHami3: nara
3aBepieHHs Habopy 30 nmcromana 2017 poky i mara 3aBepmneHHs
300py KiiHiuRuX gaHuX 31 TpasHs 2018 poky; OHOBIICHHMI aHANi3: 1aTa
3aBepiueHHs Habopy 31 xoBths 2018 poky i narta 3aBepmenns 360py
KJIiHiYHKMX naHux 31 sxoBTHs 2018 poky.

Hocnimxenns ALKA: Itanis (2 nentpu nocmimxenns).

Hocnimxenns STARTRK-1: 11 mentpis B Cnonyuennx Illtarax
Amepuku, Icnanii Ta IliBrenniit Kopei.

8. Kpainu, ne npoBomunocs kiiniune| Jocmimxenns STARTRK-2: 84 LEHTPH JOCTi/PKeHHS B 15 kpainax:
BUIIPOOYBaHHS Ascrpanis, benbris, ®@panuis, Hiveuunna, [onxkonr, Itais, Snouis,
Kopes, Hinepnanmu, [Tonema, Ciaranyp, Icnanis, TaiiBans, Bemukal
bpuranis, CIIIA

Hocnijpkenns STARTRK-NG: CIIIA (8 uentpig).

Pesynbratu momo edextmBHOCTI Ta Ge3nekH IPYHTYIOTBCS Ha
nomyssuii NTRK, sika oninioBaacs Ha npeMet edekTHBHOCTI (n=88;
74 NOPOCIHNX MAIieHTIB 3 eKCTpaKpaHialbHEM YPasKeHHAM, 7 JOPOCIIHX
NaLI€eHTIB 3 mepBUHEMM ypaxkenHsM [THC i 7 miteit), monyssiii ROS1
HJIKPJI, sxa ominioBanack Ha npeamer edekTHBHOCTI (n=94) i
1OMyJIsii, sKa OliHIoBaIack Ha mpeaMet Gesnexu (n=504).

=5

9. KinbKicTb gociipKyBaHuX




000117

7 MOpOCIMX TIANi€HTIB i3 IEPBUHHHUMH IIYX/THHAMH TOJOBHOIO MO3KY
(PBT) i3 smurrsam NTRK, sixi oniHroBanucs na npeaMer edextuBHOCTI,
OyIi BUKITIOUEHi i3 IHTErpaibHOro aHami3y Ta aHAII3yBaTHCh OKpeMo,
ockieku ix PBT ouiHioBanuch B JOCHIDKEHHSX 3a JOIOMOTOKO
KPUTEpPiiB  PEHTIEHONOTIYHOT0 OOCTEXKEHHS B HEHPOOHKOJIOTI]
(RANO), ockinbky came mel pisHOBHA HOCIiKEHHS € CTaHIapTOM B
PAKTHIII IPOBE/ICHHA KIHIYHUX TOCIiKeHb, a He RECIST Bepcii 1.1.

10. Mera Ta BTOpHHHI
KJIIHIYHOTO BHIIPOOYBaHHS

il

Pesynbrarn mono edekTuBHOCTI, OTpEMaHmi B IHX TpBOX
JIOCITIDKEHHSX Y  JOPOCAMX IIAL€HTIB, Oyma o06’enmaHi  Tal
npoaHanizoaHi  cykymHo. Ilporpama  KmiHiuHOi  po3poGkum
CHTpeKTHHIOY Takoxk Bkmouae STARTRK-NG, B sxoMmy BHBYanack
Oesmeka Ta e(eKTHBHICTE y jitel i3 pelnmauByIOUHMH a6o
pedpaKTepHUMH CONTHAMH IMyX/IMHAME i NEPBUHHHMH IyX/IHHAMH
[THC i3 3mutTam um Ges 3murrs renis NTRK, ROS1 a6o ALK. Lx
TMOMYJISIs NAli€HTiB BKIIOYEHA SK ONMCOBMH Ta MiITPHMYBaTbHHMN
NI0Ka3 aKTHBHOCTI €HTPEKTHHIOY IpH MyXJIMHAX Y JiTeH.
OGrpynTyBanns 00’¢AHAHHA NAHHX NANICHTIB, OTPHMAHHX B
JEKITBKOX  IOCTIKEHHAX, [UIsi  iHTErpajbHOr0  aHATi3y
edexTHBHOCTI TA Gesmexn

Crenngiuni mini KOXHOTO OKpPEeMOro JOCIiKeHHS 6yiH pisHHMH,
[Ipd [BOMY TMECPBHHHHMH KIiHIEBHMH TOYKAMH JOCIi/DKEHHS
STARTRK-2 6y:u uini eekTHBHOCTI (4acTOTa 06’ €KTHBHOT BiMOBI M
33 pe3yJIbTaTaMy 3acCiiIUIEHOTO HE3aIeKHOTO IEHTPAILHOTO aHalizy,
BICR-YOB), a mnepBHHHMMH UiIIMH JOCHiWKEHb | dasu i3
nigumenasm 1031 ALKA, STARTRK-1 i STARTRK-NG Oynm
BH3HAYEHHs O€3MeKH Ta [J03d (BCTAHOBJIEHHS MAaKCHMAJIBHOI
nepenocumol no3u [MTD] ta/um 103u, pekoMeHa0BaHOi 1ist 2 hasu
[RP2D]). Hespaxarounm Ha Te, mo iHTerpanbHi aHamizum HEe Gyim
ONIEPEIHBO 3a3Ha4Y€HI B IPOTOKOJIAX OKPEMHX JOCIiDKEHbD, 3 OTIISIY
Ha PIAKICHICTH Tnonyanii manientis 6y pospobnenuit inTerpatsHmii
[UIaH CTATUCTHYHOI'O aHali3y 3 METOK MAaKCHMAIbHOIO 30iIbIIeHHs
YHCIIA TAI[i€HTIB, IO3UHTUBHUX HA 3JIMTTS I'€HIB, HASBHHUX JUIS aHAJII31B
Oesnexy Ta eEKTUBHOCTI, BKIIOYAIOYM MNALUEHTIB i3 AOCIiUKEHD |
asn. 115 mponosuuis o6’ exnarTy Aani 3 Gesnekw Ta eeKTHBHOCTI,
OTPMMaHi B UMX KIHIYHHX JOCTDKEHHSX, Oyna migTpuMaHa
PETYIATOPHUMH OpraHaMH OXOPOHHM 3J10POB’S y 3B’SI3KY 13 PiAKICHHM
XapaKTepoM 3aXBOPIOBAHHS.

byB BuKOHaHuii iHTerpanbHHH aHaili3 Ul OTPHMAaHHS BceGiuHOTO
posyMinna Tnpodimo Gesmeku eHTpekTHHIOY y mamieHTis i3
3II0SKICHUMH HOBOYTBOpeHHsMH. OKpiM Toro, iHTerpamis naHux 3
Oesnexkn Hamae iHGOPMALiIO MOXO MHPOKOTO Jiama3oHy KIIHIYHOTO
pocBiny (To6TO 3a momymAmiero, BiKOM, THIOM MyTaumii Ta
eKCIIO3HULLIEI0). 3araoM O4iKyeThes, 1o Giosoriuni edekTH Ta mpodiis
Oesmexn y pirelt OymayTh HOMIOHMMH 10 TaKHX y JOPOCIHX.
BpaxoByroun HeBenmukwmit posmip Bubipku B nociimxenni STARTRK-
NG, inTerpanist 103BoJIsI€ MOPIBHAHHA M€l nomyJsamii i3 JocBizoM
Gesnexkn OiMbIIOI MOMYJIAMii JOPOCIHX MANICHTIB, i TAKAM YHHOM

MOKYTh OYTH BHsIBJIEH]I IIOIOHOCTI Ta BiIMIiHHOCTI.
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KnmiHiYHi  1OCHi/DKEHHS  BKIIOYQTM  OLHHKY — (hapMaKOKiHETHKH
CHTPEKTHHIOY y mna3smi sk BropuHHy minb. Lli mami HaBoxaThCS
OKpeMO.

Oxpim TOT0, OL[iHKA pe3y/IbTaTIB 3a MOBiIOMIICHHAMH NAL[i€HTIB (PRO)
B ZI0CHIi/KeHH] Oy/1a BIOPHHHOK Lo gociimkenas STARTRK-2.

11. Jluzaitn
BUIIPOOYBaHHS

KJIIHIYHOTO

KpHTepii' NPUAATHOCTI JUIA y4acTi B JOCHIKEHHI JUIs TIOMYJIS]]
Mali€eHTis, NO3UTHBHOI Ha 3imutrs NTRK, Ta m1a BuGOpy MOy TS|
naiientiB i3 ROS1-mosutupaum  HJIKPJI, cxema IIPOBEACHHSA
NOCHTIDKEHHS, BKIIOYAIOYH KIHIEBI TOYKH JOCII/KEHHS, PEeKHM
NO3YBaHHs €HTPEKTHHIOy, METO/MKA OLIHKM HYXJIMHM i YacToTa ii
BHKOHaHHS B mociipkeHHsX ALKA, STARTRK-1, STARTRK-2 i
STARTRK-NG € mnpakTH4HO iZeHTHYHHMH Ta  JI03BOJIAIOTH
00’€/iHAHHA NaHMX B JOCHIDKEHHSAX Ul aHawisy eeKTHBHOCTI Ta
Oesmexu. Yci YOTHPH JOCHiJKeHHS, BKIIOYAIOYH miTeH, ki
OTPUMYBAJIH JIiIKyBaHHS €HTPeKTHHIOOM B mociimkenni STARTRK-
NG, Bximodeni B Habip maHuX U iHTErpaIbHOrO aHamizy (06’ eaHaHi
AU momyssinii  3araipHOi Oe3mekH Ta po3mineHi Ha MiATpYIH,
BKJIIOYAIOYM JiTel, JOPOCINX Ta MALi€HTIB, MO3UTHBHHUX HA 3IIUTTS
NTRK). Opmmak s IHTErpajbHOrO0  aHaNi3y e(eKTHBHOCTI
nocmimkenHs STARTRK-NG He 6yno BimoueHe 10 06’ €IHAHHX
TaHHUX JIOPOCIHX NaiieHTiB i3 nocnimkens STARTRK-2, STARTRK-
11 ALKA, ockinbku Gysia jimie ofHa TUTHHA i3 COMITHOK My X/IHHOIO
i3 snuTTM NTRK, sika BifnmoBizana KpuTepito oliHKH eeKTHBHOCT,
TOOTO > 6 MICALIB MOJANBIIOTO CIOCTEPEIKEHHs U1 iHTErpaIbHOrO
aHanisy edexruBHocTi. 3aranom 16 mamieHTiB GyaH BKIIOYEH] B
3aBepiieHe fociipkeHns [ gasu 3 migsumenns 103u STARTRK-NG, i
i  mamieHTH OyniH BKIIOYEHI B IHTerpabHEM aHali3z Oe3meKH.
Edexrupnicts  enrpextuniOy y aitelf i3 comimEEME myximHaMmy,
no3uTHBHUMH Ha 3muTTss NTRK, Oynm npoanamizosani okpemo Bin
JIOPOCITHX TAI[iEHTIB.

SIk BU3HAYEHO B IHTErpaJbHOMY IUIaHI CTATHCTHYHOIO aHaizy,
neppuHHa nonymsuis NTRK, mo mimsrae anamisy edeKTHBHOCTI,
BKJIFOYANIa MAILI€HTIB, fKi paHille He oTpuMyBanu imriGitopu TRK,
Mald €KCTpaKpaHialbHi COMIZAHI TNyXJIMHHM, TO3HTHBHI HA 3JIHTTH
NTRK, Buxigume BHMIpoBaHE 3axBOPIOBaHHS (IO BH3HAYECHO
KPUTEPisMH OIHKH BiJIOBIJi MPH CONMiHUX MyXJIMHAX 3a OIGHKOIO
nocminuuka [RECIST] Bepeii 1.1), i mepen6auamocs mnpoBeeHHS
IMOHAHMEHIIe 6 MiCsIiB OJAIBIIOTO CIOCTEPEKEHHS e(DEKTHBHOCTI 3
Hacy mepuioi BiIIOBIAI 32 pe3yibTaTaMH 3aciiILIEHOrO HE3alekKHOIo
1ieHTpaapHoro ananizy (BICR).

OHoBreHi aHanism edeKTHBHOCTI eHTPeKTHHIGY y mOpOCTHX
NAIi€HTIB i3 COMITHAMY TyXTHHAMH, TO3HTHBHUMH HA 3JIHTTS NTRK,
[PYHTYIOTbCSI Ha JaHUX 74 mnarieHTiB i3 ekcTpakpaHialbHHMU
COJIiJIHUMH TTyXJIHHAMH, TO3UTHBHAMHM Ha 31utTs NTRK (posmupenal
nonyisitist NTRK, mo minnsrae ananizy edextusrocti), i 7 nanienris
i3 nepuHHMMH myximHamMu I[HC i3 NTRK, BKmoueHHX B TpH
JIOCITI/KEHH S TI0POCIHX HanieHTiB 10 30 kBitHs 2018 poky. OHoBeHi
aHanisn eQeKTHBHOCTI eHTpekTHHIOYy y miTell i3 cosimHEMH
[IyXJIHHAMH, TO3UTHBHHMH Ha 31MTTs NTRK, 3apa3s sxmovarors 7

Nalli€HTIB, BKIIOYEHHX B JOCIIKEHHS STARTRK—NG 1o 31 xoBTHSA

7////4(4’2%/; zf//{( {..// ‘
ﬁ K Dy 2200 /. Wy




u00119

2018 poky. VYci jopocmi i amitm mamm  mepiog mopambLIoro
CIIOCTEpeKeHHs e(hEeKTHBHOCTI > 6 MicAIiB Ha MOMEHT JaTW
3aBepIICHHS 300py KIiHIYHUX JaHKX 31 jxoBTHA 2018 poky (m0pocii)
1 1 TpaBHs 2019 poky (1iTH) BigmosigHO.

Ak BU3HAYCHO B iHTErpalbHOMY IUIAHI CTATHCTHYHOIO aHATI3Yy,
nepsuHHa  momymsimisi  ROS1  HJKPJI, mo wimnsrae amamizy
e(eKTHBHOCTI, BKJIFOYAE MAIi€HTIB, SKi MaIH MOYATKOBE BUMIipIOBaHe
3aXBOPIOBaHHs 1 OyaM HalliyieHi Ha TPOBeJEHHs MIOHalMeHme 12
MICALIB MOJANBIIONO CIOCTEPEKCHHsS epEKTMBHOCTI 3 yacy mepuoi
BiIIOBi /i 3a pesynbratamu orinku BICR.

Kpurepii MoseKyIspHOro BU3HAYEHHS BiMOBIIHOCTI BKIIOUYEHHIO B
MONyJsAlil0  mamieHTiB i3 ROS1-mo3HTHBHUM HIAKPJI, mo
OLIHIOBAJIACh Ha IPeIMET eeKTHBHOCTI, GyIIH 3aCTOCOBAH] OHOPIAHO
JULSL YCIX 3 JIOCITIDKYBaHHX TTOMYJISIIiH, i TAKAM YMHOM yci malienT! i3
ROSI-nosutuaum  HJIKPJI B inTerpanbHoMy Habopi gaHEX
BI/IIOBi/IalA MOIEKY/ISIPHUM KPHTEPisiM, BH3HAYCHHM B MPOTOKOII
nocnimkeras STARTRK-2.

Onosrieni anani3n epeKTHBHOCTI eHTpekTHHIOY y mamieHTiB i3 ROS1
HJIKPJI rpynTyioTses Ha nomymsuii 94 namientis i3 ROS1 HJIKPJI,
0 OLIHIOBAIMCh HA NpeaMeT e(peKTHBHOCTI, i3 BHMipIOBAHHM
3aXBOPIOBaHHAM, Ki Oynu BKmoueni g0 30 macromana 2017 poky i
OTPUMYBAJIH JTiKyBaHHA eHTpeKTHHIOoM. 11g momynsmis Bxirovana 53
naiieHTH B nomyJsinii mamientie i3 ROS1 HJIKPJI, mo mimisrae
aHanisy epexTHBHOCTI, mmoc 41 naienT i3 ROS1 HJIKPJI, BKitoueHux
B mocmiuxenns micnst 30 ksiths 2017 poky i g0 30 mucromama 2017
poky (e B jpociimkenss STARTRK-2), yci 3 skux npu mpomy|
Majii > 12 MICSIIB MOJATBIIOTO CIIOCTEPEIKEHH s Ha JaTy 3aBepIICHHS
300py KniniyHKMX qaHux 1 tpasus 2019 poky.

OnoBreHi aHani3u Oe3Meku EHTPEKTHHIOY HANAIOTh PEe3yNILTATH
aHanizy Ge3neku KyMyIATHBHHX JaHHX 3 Oe3IeKH, OTPEMAHUX B yCix
Nali€HTIB, BKIIOUEHHX B JOCTIIKEHHS Ta JIKOBAaHHMX IIOHAHMEHIIE
OJIHIEIO JI030}0 EHTPEKTHHIOY y TPhOX JOPOCIHX JOCILUKEHHAX i
O/THOMY JIOCII/DKEHHI y JiTel IO JaTH 3aBepiIeHHs 300py KIHIYHHX
AaHux 31 xosTHs 2018 poky. Il posumpena momynsmis Gesmexn
cxiagaeTecss 3 504 mopocnux Ta miTed 1 BKIIOYAE IOYATKOBO 355
Nali€HTiB B NIEPBUHHIA iHTerpaibHiil nomysmii Gesnexn 3i 360pom
JIaHUX 3 OE3MeKH MPOTATOM J0JATKOBHX 5 MicswiB i 149 momatkoso
BKJIFOYCHHX B JIOCIIDKCHHS TAIi€HTIB, AKi OTPUMYBamH TiKyBaHHS
eHTpekTHHIGoM nicas 30 imcromazma 2017 poky.

12. OcHOBHI KpuTepil BKIIOYEHHS

Hocmimxenns ALKA, STARTRK-1 i STARTRK-2 Bkouanu
MALIE€HTIB 13 TICTOJIOTIYHO YH MHTOIOT UHO MiATBEPIKEHAM JiarHO30M
MilleBonommMpeHoi abo  MeractaTM4HOi  COMiAHOT NyXJHHH i3
nepebynosoro reniB NTRK1/2/3, ROS1 (abo ALK). IarienTr moBuHHi
Oyn MaTH MOKAa3HHK OIIHKH 3aralbHOTO CTaHY OHKOJIOTIYHOTO
XBOPOro BimoBigHO 10 mkamu CxigHol 06’ €¢aHaHOi OHKOJOTIYHOI
rpymu (ECOG PS) <2 na mouatky HOCHiUKeHHs, i, /IS ydacTi B
JIOCIIJDKEHHSAX VISl JI0POCIIHX, BIK MAllieHTiB MaB CTAHOBHTH Bif 18
POKiB (He ICHYBalO BEpXHBOI MeXi BiKYy I BKTIOYEHHS B

JLOCIIKEHHS, JI03BOJISIOUH BKJIIOUEHHS NALICHTIB JITHBOTO BiKY).

.
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Hocnmimxenns STARTRK-NG y niteit Bkmoyano miteil, miaiiTkis Tal
MOJIOIMX JIOPOCIIHX NAIEHTIB (MalieHTH BIKOM > 2 POKiB i < 22 pokiB)
13 PeNMIMBYIOYMMH YK PePAKTEPHUMH COJITHUMH MyX/IMHAMH T2
NEePBUHHUMH nmyXnuHaMu B [THC, i3 3qutTam um Ge3 smurta NTRK,
ROS1 a6o ALK.

byna neobxinna ajexBatha remarosoriusa (yHKiis, QyHKIis
NEYiHKM Ta HUPOK Ha M0YATKY JocimkeHHs. [lamienta nosunyi Oynu
MaTH MOKa3HHUK > 60% 3a mkanoo Kaproscskoro abo Jlancki.

13.  JlocmimxyBaHuii  JliKapchKHi
3acib, crocib 3actocyBaHHs, cuna il

B ycix nocnimkenHsX opanbHHIl €HTPEKTHHIG 3acTOCOBYBaBCs
naiieHToM ab0 HagaBaBCS OMIKYHOM i3 TPHBAIHM INOJEHHEM
npuiioMoM abo nuKIamMH JiKyBaHHA 1o 28 [HIB. Jlozoro, 110
3aCTOCOBYBajach OUIBIIICTIO JOPOCIMX MNAIiEHTIB, BKIIOYEHHX B
IHTErpabHuil anami3, 6yaa 1o3a RP2D — 600 Mr oqun paz B 1eHs (QD)
(3 x 200 mr y kancynax).

B nocmimkenni STARTRK-NG y niTelt 103yBaHHS 3a/€XKano Bif
miowi mosepxHi Tina (IIIT) i nix yac migBHIMEHHs 03K NO3yBaHHS
cTaHoBHIO 250 Mr/M?, a6o 400 mr/m?, a6o 550 mr/m2, a6o 750 Mr/m>.
RP2D 6yna BH3Haqua B YAaCTHHI JOCIi/KEHHS q)asn 1 na piBHI
550 mr/m* mikapeekoi dopmm F1. OkpiM Toro, MoaemoBaHHS i
cumylisitis @K mpoBomIECh Ui BM3HAYEHHA TOYATKOBOI JI03H
eHTpeKTHH16y i3 3acTocyBaHHAM Jikapcekoi dopmu F6 B mo3i 300
MI/M?.

B ycix pgocmimkenHsx IKyBaHHS EHTPEKTHHIOOM TpHBANO 10
3a/I0KyMEHTOBAHOTO BUHHKHEHHS PEHTITEHOJIOTIYHOTO MPOTpecyBaHHsl
3aXBOPIOBaHHS, BHHHUKHEHHS HENPHHHATHOI TOKCHYHOCTI abo
BiIKJIMKAHHS 3TO/IH.

14. TIlpenapar mnopiBHAHHS, x03a,
cnocib 3acTocyBaHHs, cuia mil

He 3actocosHo.

15. CynyTHs Tepamis

3aranom B po3MmMpeHii momysuii nauieHTis, mosutuBHUX Ha NTRK,
0 TiAsram ouinli edextHBHOCTI, GiibicTs mamieHTiB (86,5%)
OTPUMYBAJH TIONEPEIHIO IPOTHITYXJIMHHY Tepaniro; 28,4% naiicHTip
OTPUMaJIH IIOHANMEHINE OIHY MOMEPEHIO CHCTEMHY Teparriro, 27% —
OTpUMaH [IBi MonepenHi cucremui rtepanii, 8,1% — orpumamu Tpu
Tnorepe/Hi cucTeMHi Tepamii i 9,5% — orpumanu 9otupr abo Ginbie
HonepeiHi CHCTEMHI Tepartii.

B posmmpeni#t nomynsuii mamientis, nosutHBHEX Ha ROS1, mo

MijUIATand  ouiHni e(eKTHBHOCTI, OiIBINCTE NAIiEHTIB (75,5%)
OTPUMYBAllH  TIONEPENHIO CHCTEMHY NPOTHIYXJMHHY Tepariio,
HanyacTime ne Oyna xiMioteparis.
Binbmicts (83,3%, 420/504) nauientis B 3araibHili iHTerpanbHiit
TIONYJISILi Oe3reky paHille OTPUMYBAIM CHCTEMHY MPOTHIYXIHHHY
Teparito. binpmicts (75,4%) mnaiieHTiB OTpEMyBaIM MOMEpPENHIO
XimioTeparniio i 30,6% — OTPUMYBAJIH MONEPETHIO TAPTETHY Tepartiio.
3a BHKIIOYEHHSM  (HE0)-a/'IOBAHTHOTO Ta  MiATPHMYBAILHOIO
JTKyBaHHs, 26% NallieHTiB 0TPHMAIIA LOHAHMEHIIE OJHY TIONEPEIHIO
cHCTeMHy Tepamio, 14,9% — n8i, 9,7% — tpu i 19% — woTupu abo
Ginbwe momepenuix IiHif Tepamii micas BCTaHOBNEHHs iarHo3y
METACTaTHYHOI'O 3aXBOPHOBAHHSL.

16. Kputepii orinku eeKTHBHOCTI

IlepBuHHi KiHNEBi ToukH (Ha 0cHOBi oniakH BICR)

//Z fomeclel bofvecs
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Yacmoma 06’ exmusnoi 6ionoeioi (HOB): YacTtka mnamiedTie i3
MATBEP/KEHOI0  MOBHOW  Bimmosimmo (IIB) a6o  wacTkoBOIO
Bianosijuto (UB); minTeepivkeHoo Bifmoginmo Gyma Bixnosias, sxa
YTPUMYBAjack TpH MOBTOPHOMY OOCTEXEHHI MeTOJaMHu Bizyamisarlii
> 4 THIKHIB ITiC/I TOYaTKOBOIO JOKYMEHTYBAHHS Bi OB/,

Tpusanicme 6ionoeioi (TB): BU3Hauanach BiJ AATH JOCSTHEHHS
nepmoi 00’ekTHBHOI BiamoBimi (1MOBHAa BimmoBims abo YacTKOBa
BINOBi/Ib) /10 TEPHIOro 3aJOKYMEHTOBAHOTO PEHTIEHOJOTIYHOrO
MPOrpecyBaHHsl 3aXBOPIOBaHHsA ab0 naTé cmepti Bif Oyjb-sKoi
IIPUYHHH, B 3aJIEKHOCTI BiJ| TOro, 110 HacTaHe paHime. J{is namienTis
0e3 mporpecyBaHHs 3aXBopioBaHHs abo cmepti TB Gyna LIEH3YpOBaHa
3a OCTaHHBOK) OLIHKOIO TNYXJIMHH 10 JaTH 3aBepIleHHsA 360py
KITIHIYHHX JaHHX.

Haiikpawa  3aeanvna eionosiob (H3B): H3B 6Gyna Haiikparmoro
PEHTICHOJIOTTYHOK 3aralbHOI0 BiIMOBI/IO, 3a10KYMEHTOBAHOIO B
Oynb-sKui OKpeMHiI MOMEHT dYacy Bif MOYAaTKy JIKYBaHHS [0
MporpecyBaHHs 3aXBOPIOBaHH 1 IpyHTyBaach Ha kputepisx RECIST
Bepeii 1.1. Craryc H3B (noBHa Bimmosins ab0 gacTkoBa BiAmoBias)
BUMAraB IiATBEP/DKEHHs HE paHillle HiX Yepe3 4 THXKHi Bij MOYATKy
mepmoi  Biamosixi. Crabimisaunis 3axBoproBaHHA Morma OyTH
BCTAHOBJICHA JIMINE IICIAA JIOCATHEHHS Y IIallieHTa KpUTepiiB
CTabLIBHOTO 3aXBOPIOBAHHS IPOTSAIOM LIOHAHMEHIIE 5 THXHIB (> 35
NHIB) ITiCJIs OTPUMAHHS NEPIIOT 103K JIKyBaHHS.

BropunHi Kinnesi Touku

Hacmoma xniniunoi kopucmi (4KK): UKK — ne gactka namienris, y
AKUX OYB IOCATHYTHH OMH i3 HACTYIHHX KPHTEPIiB:

- MATBEp/KEHA IIOBHA 260 4acTKOBA BiMOBI/b;

- cTabibHe 3aXBOPIOBAHHS, 33JJ0KyMEHTOBAHE SIK TaKe, IO TPHBAE
IMOHaHMEHIIE 6 MiCALIB [TiCIIs OYaTKY JTiKYBAHHS EHTPEKTHHIOOM.

Buowcusanicme 6e3 npoepecyeanns (BbIT): BBII 6yna Bu3HaueHa sx
uac (MICsAIL{) Bifl OTPHMAHHSA MEPIIO] 03H EHTPEKTUHIGY 0 IepImoro
JIOKYMEHTYBaHHsl PEHTI€HOJIOIYHOTO IIPOTPECYBAHHS 3aXBOPIOBAHHS
abo cMepri Bij Oy ab-axol npuawnu. Jlani moo BBIT ais namientis Ge3
nporpecyBaHHs abo cMepTi OyJIH HEH3ypOBaHi 3a JATOI OCTAHHBO]
OLIHKHA MyXJIHHH (260, SKIIO ONiHKA MyXJIMHH HE IPOBOIHIACK TiCIs
BHXIJHOTO BIi3UTY, M1l 4ac IaTH IPHHOMY [EpIIOT 1034 eHTPEKTHHIGY)
110 1aTH 3aBePIIEHHS 300py KIIHIYHHEX JaHHX.

Hac 0o npozpecysannsa 3 6oxy I{HC: GyB Bu3Ha4eHuit Ak "ac (Micsrii)
3 JlaTl NOpHEOMY Mepmoi J03H eHTPeKTHHIOY /[0 IepmIoro
JIOKYMEHTYBaHHsl PEHTI€HOIIOIYHOTO TIPOrPecyBaHHs 3aXBOPIOBAHHS
B IIHC abo cwmepri Big Oyap-skoi mpuumHHM. PeHTreHONOrivHE
nmporpecysanHsi 3axBoptoBaHHs B IIHC ©Oyno BusHayene sk
BHHHKHEHHS HOBHX ypaxenb [IHC abo mporpecysanns Gyap-sxux
ypaxenb B LIHC 3a xpurepismu RECIST Bepcii 1.1. Iauientu 6e3
PEHTTEHONIOTIYHOrO nporpecyBanHs 3 Goxky I[HC a6o cmepri Gynu
IIeH3YPOBaHi 3a JIATOK0 OCTAHHBOI OI[IHKH ITyX/IMHH.

3azanena eusicusanicme (3B): 3B Gyna BusHaueHa sx gac (Micsii)
Bi/{ 1aTH IPUHOMY TIEPIIOT JI031 EHTPEKTHHIBY /10 CMEPTI Bift 6y 1b-SKOi
npuauHy. Harientn, sxi OyJiM JKHBi ITij 9ac NpoBeeHHs anani3y, Gynu

Sueretl Gpiaccs
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LIEH3YpOBaHi Ha OCHOBI OCTaHHBOT BiZIOMOT 1aTH, KOIIM BOHU Oynu xuBi
a0o 110 1aTH 3aBepIICHHs 360py KITiHIYHUX JaHuX.

Bropuuni KiHIEBi TOukH Y manieHTiB i3 metacrazamu B IIHC na

BHXIJIHOMY DiBHI

B cybnonymsnii nauienris i3 NTRK, ki ouisoBammcs Ha npenmMern
eeKTUBHOCTI, IS MALIEHTIB i3 eKCTpaKpaHIATbHAMH COJTiTHUMHE
nyXnuHamMu i3 Mmeractasavd B IIHC Ha BuximHoMy piBHi, Takox
OLIHIOBAIUCH HACTYIHI KIHIEBI TOYKH 00’ €KTHBHOT BiAMOBI:

- Inmpakpanianena YOB (IK-YOB): Bubip mame ypakens B [[HC
(i1BOBI, HeliTbOBI a00 06H/IBI, 32 BH3HAYECHHSAM BICR) mis xoxHOTO
naiienTa, Juist Busnadenns IK Bianosizi BukopuctoByBsaBcs anmropat
3a xpurepisvu RECIST sepcii 1.1 st Bigmosini B MomeHT wacy i
ouinka H3B. Ilinreepmxena IK Binmosims Gyna Bixmosimmo 3 Ooky
[HC, sxa mepcucryBama mnpu BHKOpHCTaHHl NIOBTOPHHUX METOJIIB
Bisyanizauii uepes >4 THXKHIB IIC/IS MOYATKOBOTO JOKYMEHTYBaHHS
BiamoBizi 3 6oky ITHC.

- IK-TB: B uiii ananoriuniit cy6énomysuii IIHC 6y0 pestoMmoBano
IK-TB. IK-TB Gyna oGumciena mmime Jyisi NAUieHtis, y skux Oyia
pocsarayta IK Bignosine, i sxa BumiproBanack 3 matm mepmoi IK
BUIIOBIZI 0 TEpIIOr0  JIOKYMEHTYBaHHS PEHTTEHOIOTIYHOIO
nporpecyBanns 3axBoproBanHsM B ITHC abo natu cmepti Bin 6yas-
SIKOT IPUYMHHM, B 3aI€KHOCTI Bijl TOro, 110 Bi10yAeThCs paHile.,

- IK-BBII: ui#i amanoriuniit cybnonymsuii LIHC IK-BBII 6yio
BU3HAYEHO sIK 4ac (MicsAli) 3 JaTH OTPUMAaHHA IEpHIOi J03M
CHTPEKTHHIOY JI0 MEpIIOro JOKYMEHTYBAHHS PEHTTEHONOTIgHOIO
nporpecyBaHHs 3axBoptoBanHsMm B IIHC aGo natu cmepri Big 6ymp-
SIKOT IPUYHHH.

17. Kpurepii oninku 6e3mnexn

MomiTopunr Gesneku B KIHIMHHX JOCII/KEHHSIX EHTPEKTHHIGY B
OHKOJIOTIYHMX TallieHTiB cKkiamaBes i3 360py imGopmauii mpo
HeOaxani sBuma (HST), cepitosni meGakami sBmma (CHSI),
nabopaTopHi OCIiKEeHHs (CTAHAAPTHHUI aHATI3 KPOBi i GioxiMiummii
aHali3 KpoBi), (i3ukanbHe OGCTEKEHHS/BUMIPIOBAHHS (OCHOBHI
NOKA3HUKH JKUTTEAISNIBHOCTI OpraHisMy, enekrpokapiorpamu [EKT],
TIOKAa3HAK ~OLHKH 3arajlbHOT0 CTaHy OHKOJIOTIYHOTO XBOPOTO
BiNOBIAHO 10 mKamu CxigHoi 06°enHAHOI OHKONOTIUHOT rpymH
[ECOG] B nocnimpkeHHSX y JOPOCIHX Ta IOKa3HHK OILIHKHA 3araJbHOTO
CTaHy OHKOJIOTIYHOTO XBOPOI'O BiANIOBIAHO 3a INKAIOK0 Kapnoscekoro
abo Jlancki y nmocmipkeHHsX |y  gitell, oGcTexeHHs —owueif,
peHTreHorpadis rpyaHoi KITTKH) i TECT Ha BariTHiCTB y JKiHOK
IITOPOJHOTO BiKY.

18. CrarucTHuHi MeToan

3arajiom aHami3M IPYHTYBAJIHCh Ha ONMHCOBiH craTHcTHid. Omucopal
CTAaTUCTHKA CTOCYEThCA UHMC/IA MAIliEHTIB, CEpPefHBOTO 3HAYCHHS,
Me/lianu, CTaH/[apTHOTO BifxuienHs (StD), 1-ro KkapTrimo (Q1), 3-ro
KBapTHmo (Q3), MiHIMAIBHOTO Ta MaKCHMaJIbHOrO 3HAYCHHS NPH
OesrepepBHIX BUMiPIOBAHHSX Ta BIACOTOK MAIEHTIB B KOXHOMY PiBHI
KaTeropiaabHIUX BUMIPIOBAHb.

Posmozin  nauiedTiB, BHXi{HI XapaKTEPHCTHKH, EKCIIO3MILi]
JIOCITI/DKYBAHOTO  JKapchKoro 3aco0y Ta aHamizu Gesmek Oyim
HaBeJeHI 3arajoM Ta JUIs OKPEMHX AaHAJIi30BAaHHX MOMYJIAIIM,

3rpyIIOBaH14x 3a CTaTyCOM 3JMTTS TeHIB y IOpOCIHX TMAalli€HTIB
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(3oxpema, mo3uTHBHEHM Ha 31uTTS NTRK, NMO3HTHBHHI Ha 3MUTTS
ROS1 HJKPJI rta yci iHmi mopymieHHs), 3arajioM mis JOPOCIHX
MAaIiCHTIB Ta /15 JiTEH.

[ndepenniiina craTucTiKa, MHOKHHHI MOPiBHAHHA Ta 06’ e€HAaHHS
JaHHX

®opmanbHi TECTH 1Sl OLLHKH JOCTOBIPHOCTI HE IIPOBOIMIIACE; TOMY
3HAYCHHs P He MOBiTOMIISIOCE. 3aMiCTh IILOTO 3aCTOCOBYBABCS 95% 2-
croponHii JII 171 TOUKOBOIrO ONiHIOBAHHS BETHYMHE €(DEKTY.

Hepes pinkicHiCTh 1€l MOMyJIsALii NANieHTIB Ta OYiKyBaHHS CYTTERO]
KIIHIYHOI KOPHCTi, CTaTHCTHYHE KOPUI'YBAHHS HE IIPOBOIHMIOCH JUIS
BUPILIEHHS IIHTAHHS 3 JDKEPEIaMH MHOXHHHOCTI, TIOB'I3aHHMH 3 [THM
IHTETPaIbHUM ~ aHAi30M. [HIIEe CTAaTHCTHYHE KOPUT'YBaHHS He
IPOBOJIMJIOCH 3 METOIO BpaxyBaHHs e€(eKTiB MiArpyIl, MOB'A3aHUX i3
00°€/IHaHHM JJaHKX JUIS [[bOTO aHaIi3y.

Hemorpadiuni mokasHHKH ycix 74 malieHTiB B po3NIHMpeHii
nonynsanii  mamientiB  NTRK, mo omiHioBanack Ha mpeaMer
eeKTMBHOCTI, 3arajioM Oyii¥ TOPIBHJILHHMH i3 NOYATKOBHMH 54
nanienramy. Mejtiana BiKy JOPOCIHX NAL€HTIB CTaHOBHIA 57 POKiB
(miamasoH Bix 21 mo 83) i3 64,9% < 65 poKiB) Ha MOMEHT BKJIIOUESHHS B
JloCiiDKeH s 1 3aranoM 35,1% mnauniedTiB Oynu BikoM Bix 65 poKiB.
Po3motis no craTi mamieHTiB i3 MyXJIHHAMH, TIO3UTHBHUMHM HA 3ITUTTS
NTRK, 6y 6inbm piBHOMIpHO 36anancoBanuM (52,7% KiHOK IPOTH
47,3% yonosikis). binbiicts nauientis (70,3%) Gymu eBponeoinHoi
pacu i 17,6% mnauientip Oymi asiatamu, 2,7% nauienTiB Oymu

19, Hemorpagiyuni NOKa3HUKH "
’ - . _[HErpo1iHo1 pacu abo adpoamMepHuKaHIsIMH.
NOCTIKYBaHOI MOMYJIAIil (CTaTh, BiK,| . . ; ;
paca, Tomo) Bik 7 niteit i3 myxnuHamu, no3utauBHEMHE Ha NTRK, BapiloBaB Bif 4
|

MicALiB 10 9 poKiB.

Jemorpadiuni nmokasHHKH po3umpenoi monyisiii ROS1 HJIKPII
(n=94) mono crati (36,2% wdonosikie), BiKy (memiana 53 pokm
[miamason 27-86] i3 79,8% < 65 pokiB), posnoain crarycy ECOG PS
0, 37,2%; 1, 51,1%; 2, 11,7%) Ta KypiHEs B aHaMHe3i Oynu
[OPIBHATBHEMH i3 NEPBHHHOI MONMYJIALE0 mHamieHTiB i3 ROSI
HJIKPJI, mo oninroBanace Ha mpeamer edexktusHocTi (n=53). Ipn
bOMY NallicHTH €BpomeoinHoi pacu (48,9%) Ta aziatu (43,6%)
POJIOBXKYBAIH IPEJICTAB/IATH HaHOLIbII pacoBi IpyImy.

EdexTupHicTh eHTpeKTHHIOY y NALI€HTIB i3 CONTHAMM MyXTHHAMH,
N03UTUBHUMHE Ha 3MUTTs NTRK

Hacrora 06’exTuBHOi Bignorigi (HOB) 3a BICR, to6to BICR-YOB,
B pO3WIMpeHiH  momymsauii 74  JOpocaMX — TANieHTIB i3
€KCTPaKpaHiaIbHUMH  COJIJIHUMH  IyXJIHMHAMH, TO3MTHBHHMH Ha
3uTTd NTRK (n = 74), cranosuna 63,5% (95 % AI: 51,5, 74,4) (upu
UpOMy y 5 manienTis Oyna HOCATHYTa NMOBHA BiANOBimL [6,8%]).
BinbmicTs 00°€KTHBHHX BimoBizel Oyna JOCATHYTA [MIBHAKO,
3a3BMYall 1ijl yac mepmoi OMIHKH IyXJMHH B KiHII HuKTy | micis
[I0YaTKY JIIKYBaHHS €HTPEKTHHIOOM.

Hagite y Tux mamienriB, y skux He Oyna [ocarHyTa Haikpamal
BIANOBiZb y BHITAAI 4acTKoBOi abo MOBHOI BiAmOBim, perpecis
[yXJIHHH BH3HA4YCHUX IUIBOBHX ypaskeHb 3a o1iHKor BICR mix yac
JiKyBaHHS €HTPEKTHHIOOM criocTepiranach Maie B yCiX NallieHTiB i3
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NTRK i3 BUMipioBaHMM 3aXBOPIOBAHHSNM Ta OOCTEKEHHSAMHU MicIIs
BHXI/IHOTO DiBHS (3BiT PO MONATKOBI Pe3y/bTaTH Bix TpasHs 2020
poxy). O6’exkTrBHA BinNoOBi/IL 3a oninkoro BICR croctepiranack npu
yCiX  THNaX TYXJIMH BHCOKOrO piBHA (12 BHCOKOpPIBHEBHX
kracuikauiii), npescTaBIeHUX B PO3IIMPEHiii oMy siii narienTis i3
NTRK, mo mignsrana ouinni edexktuHOCTI (n = 74), i3 BHHATKOM
OZHOTO MalieHTa i3 HeifpobiacToMmoro, skuii momep Bix HeBimomoi]
IPUYMHA Ha 3 J€Hb DOCII/DKEHHS 10 MEpIIoi OLiHKA MyXJIHHH TicIs
BHUXIIHOTO PiBHS.

OOG’ekTHBHA BiANOBi/Ib (YACTKOBA BifNOBI/b) TAKOXK CIIOCTEpiraaach
Y OOHOrO i3 7 JOPOCHHX TAI€HTIB i3 NEPBHHHAMH IyXJIHHAMH
rOJIOBHOI'O MO3KY, MO3HTHBHMMH Ha 31UTTS NTRK (rmioma), myxiuHa
SIKHAX OLHIOBAIACH JTOCITIIHHKOM 32 JI0IIOMOT0I0 KpuTepiiB RANO.

OHoBIIeH] pe3y/IbTaTh e()eKTHBHOCTI IPOJAOBIKYIOTh JEMOHCTPYBATH
3HaYUMY TPHBAIICTh edeKTy B Iiiif momynsmnii nanienTis. Mexiana TB
cranoBuna 12,9 micans (95% JI: 9,3, NE [He mignsrana onini]). I3 47
MALi€HTIB, AKi Bi/INOBiNKM Ha NiKyBaHHs, 24 Mald TPUBAIOUY Bi/TNOBIMb,
Ha JIaTy 3aBepIIEHHS 300py KIIHIYHUX JaHHX.

Yacrora kiiHIYHOT KOPUCTI (L0 CKIIALAETHCSA i3 5 MOBHHUX BiAIOBiaeH,
42 4acTKOBHX BIANOBifeH i 3 BUMAAKIB cTabGibHOrO 3aXBOPIOBAHHS
(SD), mo TpuBae > 6 Micsuie) cranoBuna 67,6% (95% JI: 55,7%,
78%), 1110 CBI/TYATEH PO Te, IO KPiM NALi€HTIB, y AKUX OyIIa JOCATHYTA
00’€KTHBHA Bi/NOBI/b, Y ACAKHX MALIE€HTIB CIOCTEpiranach KOPHCTh Y
BHIJIS TPHBaIOL cTabisizamii 3aXBoproBaHHs.

Meniana BBII ua ocuosi oninku BICR, BH3HaueHa 3a JIOMOMOTOIO
Metoy Kannana-Meiiepa (K-M), B posmmpeniii nonymanii NTRK, mo
mifyArana ouiHi epexTuBHOCTI, ctanosuaa 11,2 micsaus (95% JI: 8,
15,7), amanoriyno Memiani BBIl mig uac moyaTKoBOro aHamzy i
Y3TOIMKEHO 3 TPUBAJIOO BiATOBIIIIO.

Meniana vacy 1o nepiuoro AOKyMEHTYBaHHS PEHTIEHOJIOTIIHOTO
nporpecyBadns B IIHC 3a oninkoro BICR a6o cmepri i 6yap-sxoi
NPHYHHE (B 3aJICKHOCTI BiJl TOTO, IO TPAIHUTHCS paHille) CTAaHOBHIA
16,8 micsang (95% MI: 14,3, NE).

Ha naty 3aBepiuenHs 360py KIIHIYHHX JaHHX A7 IBOTO OCTAHHBOTO
ananizy, 24 i3 74 mnamientiB (32,4%) B posmmpeHiii momyssmiil
nauientie NTRK, mo ouiHroBanack Ha mnpeaMeT edeKTHBHOCTI,
nomepiu. Mejtiana 3araipHOi BIDKHBAHOCT, BU3HAYeHa MeTo1oM K-M,
cranosuia 23,9 micsang (95% JI1: 16, NE). Oxnax HeoOXiqHuit oBImmit
T1€PI0Jl MOJANBIIOTO CIIOCTEPEKEHHS Yepe3 GiNlbIly YacTKy NAaIicHTiB,
sKi Oyiu nensyposasi (67,6%), npu usomy jmime 7 i3 74 mauieHTiB
Maiy IoHaiiMenie 24 MiCAIiB IOJAIBIIOTO CIOCTEPEIKEHHS.

Pesynbraty amamizy dyTNMBOCTI, BKIIOYAIOYM KiHIEBI TOYKH
eeKTUBHOCTI Ha OCHOBi OIIHKH JOCHIZHHKOM, BKJIFOYAIOYH
Y3r0JDKEHHSl MIXK BiAMOBiIO 3a orinkor BICR Tta jpociaigmukoM, i
BIUIMB Ha BBII BiicyTHIX OIIHOK IyXJIMHK Ta HOBOI IPOTHITYXJIMHHOI
Tepanii He 3a mnpotokonom (NPT), aeMOHCTPYIOTH HailHICTH
OHOBJIEHUX PE3YJIbTaTiB e(h)eKTUBHOCTI.

Yacrora 00’ eKTHBHOT BiANOBIAI 32 oNiHKOI0 JOCTITHHKA

HOB 3a ominkol0 Q0CHiTHAKA B PO3UIMPEHIN MOMyAIil MalieHTiB
NTRK, sxa BHBUajace Ha mpeaMer edexTuBHOCTI (n = 74) B
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OHOBJICHOMY aHaii3i (naTta 3aBepuieHHs 360py KIHIYHAX JaHHX
1 tpaBust 2019 poxy), cramosuma 58,1% (95% JII: 46,1, 69,5).
Y3roJuKeHHS MiX BiOBiUTIO 32 onikoro BICR Ta nocnigaukomM 6yiio
BUCOKHM (86,5%, 64/74), npu meomy BICR Ta mocnimuuxamu Gymu
inentrudikosani 40 mauieHTiB, sKi BiANOBiLIM Ha JMiKyBaHHSA, 1 24
TMAIi€HTH, AKi HE BiANOBiIM HA TiKyBaHHA.

TpueanicTs Bianosini 3a oninkoo gocaigHIKA

Meniana TB Ha ocHOBI OLIHKH JoCigHHKOM st 43 HaIie€HTIiB, AKi
BI/INOBLIH Ha JIIKyBaHHS, B PO3IIMpeHil momynsauii nauientis i3 NTRK,
sKa OLIHIOBA/IACH Ha TIpeIMeT eeKTUBHOCTI (n = 74; 1aTa 3aBepIICHHS
300py KniHiuHEX Jauux: 31 xoBTHS 2018 poky), cranoBuna 9,3 Micsis
(95% NI 7,4, 18,8). Yactkm nauieHtiB, y skux Oya1a JOCATHYT)
BiMNOBiAE Oe3 momil dgepes 6 Micami, 3a MeTOIOM K-M, O6ymm
CIIIBCTAaBHUMH JJIs OLIHKH focaigaukoM ta BICR.

Pesynbraty ananizy uyrmuBocti BruBy Ha BBII BiacyTHboi OIiHKH
nyxauHH Ta NPT Oynu mopiBHAIBHEMH i3 pe3y/bTaTaMy IIepBUHHOTO
anamisy BBII. Mexgiana BBII 3a omiakoro BICR cranoBmial
11,8 micss (95% MI: 7,7, 15,7) i3 mogaTkoBuM HEH3YpYBaHHIM IS
BI/ICYTHBOI OMiHKM myxmuHH, 13,8 Micsus (95% JII: 8,7, NE) is
JI0IaTKOBUM LeH3ypyBaHHaM i HoBoro NPT, i 11 micsuis (95% [II:
8, 15,7), ne HoBe NPT BBa)KaioCh SBHIIEM.

Kuniniuna edekTuBHiCTS eHTpekTHHIOY criocTepiranack y J0POCIHX
NALIEHTIB 13 eKCTpaKpaHiabHUMK comigaaMu myxiuaama NTRK i3
ypaxkeHHsM 4u Oe3 ypasenHa ITHC ma mowarky mocmimkenns (19
NalieHTiB Ta 55 mauieHTiB BiAMOBIZHO), 10 BH3HAYEHO 3a OLIHKOKO
nocmiaukoM. Oninena BICR wactora cucremuoi Biamosini Gyma
NOMIOHOI0 Y JIOpOCIHX MAUieHTiB i3 3aXBOPIOBaHHAM 4YH 0e3
3axBoptoBanHs IITHC na nowarky mocmimkenns 3a orinkoro BICR|
(57,9% [95% AL: 33,5%, 79,8%] nporu 65,5% [95% II: 51,4, 77,8]
BiANMOBiNHO). Binmoeine Gyna TpuBamoio B 060X miarpymax, xoual
meniana BICR-TB i BICR-BBIl 6yna MeHmomo y mnaiieHTiB i3
ypaxkeHHsM [IHC nopisrsanO 3 mauientamu 6e3 ypaxenns [[HC mal
1104aTKy AOC/i/PKeHHs (6 MicaniB mpotu 12,9 Micsus BianoBiaHo).

JIiKyBaHHS €HTPEKTHHIGOM IPOIOBKYBATO IEMOHCTPYBATH KIIHITHO
3HauuMy iHTpakpasiamsHy (IK) edextupricTs. BiciM i3 16 namienTis B
poswmkpeHiit momynsnii mamientis NTRK, ski ominoBamich Hal
npeaMeT eeKTHBHOCTI, fKki Mamu miarBepmkeHe BICR Buximme
3axBoproBanHs [[HC (BumMiproBare i HeBuMiproBane), gocarmu IK-HOB
(50% [95% IL. 24,7%, 75,4%]), Bkmoyaroun 4 mamienTin (25%), y
SKHX OyJa MocArHyTa IOBHA Bi/NOBi/b, K Haitkpama IK BiamoBins.
Cepen 8 nauienTis i3 BumipioanuM 3axsoproBansam [THC na mouatky
nociipKeH s 3a ominkoio BICR, y 5 marienTis Oyna mocsrayra IK-
OB (62,5% [95% JII: 24,5%, 91,5%]), Bkmoyatoun 1 mamienra, y
AKOTO OyJla TOCATHYTA MIOBHA Bi/NIOBIiib.

Meniana IK-TB 3a oninkoio Metonom Kannana-Meiiepa (3a BICR) y
MauieHTiB, ki Mamu mixreepmpkene BICR 3axpoprosanns 3 Goky L[HC
Ha MOYaTKY J0c/iukeHHs i nocsrn IK Biamosigi (n = 8), craHoBmIa 8
micsis (95% JII: 6,7, NE), npu upomy IK-BBII (3a BICR) cranoBHma
8,9 micans (95% [I1: 5,9, 14,3).
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Entpextuni6 npomemonctpysas IK axkTuBHicTs y mnamienTiB i3
CONJIHUMH MyXIHHAMH, T[O3MTHBHMMH Ha 3mutrss NTRK, i
3axBoproBaHHaM LIHC i3 ypaxenusmu, siki motpedyrors crabinizaii 3a)
JOIIOMOTOI0  NONEPeAHBOI IIPOMEHEBOI Tepamii 1 6e3  Takof]
(m03BOJIIOYM  HeTaliHY MOHOTEpANiF0 eHTPeKTHHIOOM) mix wac
BKJIIOUCHHS B nociimkenns. [ntpakpaniansaa YOB cranosuna 54,5%
(5/11) nns nanienTip 6e3 monepeaHKOi MPOMeHeBoT Teparii Ha 061acTh
rOJIOBHOTO MO3KY (y 3 i3 5 mamientis; 2 moBHi Bianosizai, | yacTkoBa
BL/IIOBi/Ib) ab0 mailieHTiB, IKUM POBO/IAIACK TIOMEPETHS IIPOMEHEBa
Tepaliss Ha o6NacTh TOJNOBHOIO MO3KYy > 2 MicAIiB 70 MOYATKY
JTiKyBaHHs eHTpeKTHHiOoM (3 i3 6 mamienTiB; 2 moBHi Bimmosimi, 1
vyacTkoBa  BiAnoBine). Ili  gmami  migKpecOIOTE  aKTHBHICTB
eHTpekTHHIOY moj0 [[HC Ge3 cnoTBOPIOYOro BILTMBY TONEPETHBO]
npoMeHeBoi Tepanii. JlonaTkoBa iHTpakpaHiadsHa BiAnoBiae Gyia
JlocsrHyTa y 2 i3 5 mamieHtiB (y 000X yacTKoBa BiANOBIZB), SKi
OTPHMYBAJIH IMONEPEAHIO IPOMEHEBY TEparlio Ha 00J1acTh TOJIOBHOTO
MO3Ky 1ipu 3axBoproBanHi [[HC <2 micsauiB 10 moyarky jikyBaHHS
EHTPEKTUHIOOM.

E¢exruBHicTs enTpexTHHIOY y AiTei i3 cOMHAMY MyXIHHAMHE,
N03UTHBHUMHU Ha 37uTTss NTRK

Vei 7 piTel i3 COMTHUMH NMyXJMHAMH, TTO3HTHBHHMH Ha 3JIHTTH
INTRK, pocsarnu o6’eKTHBHOI BiANOBii 3a OLIHKOKI MOCIiIHHKA
(HOB: 100%; Bxmoyaroun 4 mamieHTiB i3 MEPBUHHUMH MyXJTHHAME
[THC). Bignogizab Gyna miaTBep/keHa peTpoCIEKTHRBHIM 3aCIIiIIEHAM
He3aIe)KHAM aHali30M 300paxkeHs myxJauHH (3 NOBHI Bimmosimi i 4
UacTKOBI BiMOBiMI fAK Haiikpauia 3aranbHa Bianopizs 3a BICR). Ha
JaTry 3aBepileHHs 300py KIHIYHHUX JaHuX, 6 i3 7 IallieHTiB
NPOJIOBIKYIOTh OTPHMYBATH JIiKyBAHHS HTPEKTHHIGOM. OiH marienT
i3 indanTunbHOrO  (GibpocapkoMOrO  NpPMIMHMB  JTIKYBaHHS
CHTPeKTHHIOOM uepe3 HebaxaHe sBHIIEC (HaOpSK JereHb 4 CTyIEHs
TSOKKOCTI TC/IA NHEBMOHII Ta moripmedHs iHQeKii AuXaibHHX
nuisxiB). Binnosins TpuBae y 5 i3 6 naiienris, sxi Bee me OTPHMYIOTh
JIIKYBAaHHA €HTPEKTHHIOOM Yy JOCIIi/UKEHHI, 13 HalIOBIIOK TPHBAIIICTIO
BianoBiai 14,3 Micss.

llosizmomieni mamieHTaMH pe3ynbTaTH y JAOPOCTHX MAI[€HTIB i3
[TyXJTHHAMH, TO3UTUBHUM Ha 35uTTa NTRK

Ouinka moBinoMNeHnx mnaiienTamu pesyinsratie (PRO) 6yma mimmo
nocnipkenas STARTRK-2, i Tomy pesynibraTi HaBeIeHi JIHIIE 3 [IHOTO
NOCTi JUKCHHS.

I3 71 nmanienta B posmmpenii momymanii nauientie i3 NTRK , mo
OLIHIOBA/IACh HA MpeaMeT e()eKTUBHOCTI, BKIIOYEHHX B OCIIKEHHS
STARTRK-2 no 30 xsitHa 2018 poky, 65 (91,5%) Bimmosimm
moHaliMenme Ha oxHe mutands B QLQ-C30 mix yac BUXiHOT OLIHKH
B ieHb | wukity 1. Vei 12 namientis i3 HIKPJI 3anosamm QLQ-LC13,
i yci 3a BUHATKOM 7 mauienTis i3 CRC BinmoBinu moHaiiMenme na omque
nutands B QLQ-CR29 mij wac Buxinuoi oninku B gens 1 muxay 1. Ha
MOYaTKy MOCTI/DKEHHS NallieHTH IIOBIZOMHJIM NP0 HOMipHHH 4YH

BHCOKHH OKasHUK QyHKuioHansHoCcTi Uit QLQ-C30 (3aranbHuii cran
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3/10pOB’s [cepenHe: 68,6], disuune pyHkuionysanns [cepemuc: 74,8],
ponboBe  QyHKIioHYBaHHS  [cepemme:  66,9] i  KOTHITHBHE
dynxuionysanns [cepenne: 83,9]), npu upoMy mKaa BapiroBaa iz 0
10 100 1 BaImi moxasHHKH CBia4aTh npo Kpame QyHkimionysanss. iy
4ac JiKyBaHHs €HTPeKTHHIOY y mallieHTiB crocTepirajgach TeHIEHIs
YTPHMaHHS BHINMX IIOKA3HMKIB BHXIJHOI IOB’SI3aHOI i3 310pOB’sAM
sikocTi %kuTTA (HRQoL) (cepenni sminm BapiroBamu Bix -4,4 10 5,4 mo
GHS no nuxiy 17). Illogo mkan ¢yukiionysanns (To6To (isnume
(yHKIiOHYBaHHS, pOINLOBE (yHKIIIOHYBaHHS), HaIieHTH
MPOJOBXYBAIIM MOBIIOMIITH MPO MOMIPHI Ta BHCOKI IOKA3HHUKH Mijl
4gac OUIBIIOCTI Bi3UTIB JOCHIMKEHHA, i3 TEHAEHIUE KIHIYHOTO
nokpameHts. I[{ogo KOrHiTHBHOrO (YHKIIOHYBAHHS, ITOKA3HUKH
MiATPUMYBAIMCh HAa BHCOKOMY 3aralbHOMY BHXiJHOMY piBHI, i3
TeH/IEHIIIEI0 MO0 JIEAKOTO IOTIpIIeHHs 3 YacoM (HaHripina cepeaHs
3MiHa BiJl BUXiJHOTO OKa3HuKa -9,26 B nenb 1 nukiy 17).

Bignosinuo no QLQ-LC13, nanienty i3 HIKPJI (n=12) noBizoMu
NpO MOMIPHI NOPYINEHHS y BHIVIAAI CHMITOMIB 3 OOKy JIereHb Hal
04atTKy mociijkenns (6i1p B rpyanii kmitui [cepenne: 5,6], kamess
[cepenne: 38,9] i 3ammmka [cepenniit mokasmuk: 26,9]) i mix wac
OLIBINOCTI Bi3UTIB MPOTATOM JAOCHiHKEHHS.

Cepen 7 namieHTiB i3 MeTacTATHYHAM KOJOPEKTAILHHM DaKOM
BHXiHI pesynbTaty QLQ-CR29 mpopeMoHCTpyBamu HU3BKiH piBeHb
[OPYIIEHb Y BHIIAA abaoMiHATBHEX CHMITOMIB (aGmoMiHaNbHMIt
Oine [cepenne: 27,8], mereopusm [33,3] i yacToTa BHIOPONKHEHB
[13,9]). Ilokaznuku Oynu pisHuMH, 6e3 TeHIEHIUI, OJHAK 3arajoM
30epiraiuch Ha HU3BKOMY PiBHI mia 4ac GLIBMIOCTI Bi3UTIB IPOTArOM
TTOCITiJDKEHHS.

Edexrusnicts enTpekTnniby y mamientis i3 ROS1 HIIKPJI

Yacrora 06’extuBHOI Binmosigi (YOB) 3a BICR B posmmpeniit
nomynanii ROS1 HIAKPII (n = 94) cranosuna 73,4% (95% JII: 63,3%,
82%). H3B y Burnai noBHoi Bianosizai 6yna gocsarayra y 11 mamiesris
(11,7%) i y Burnsazi vactkoBoi Binosiai — y 58 nauienTis (61,7%).

Perpecis myxJMHH BH3HAYEHHX I[IILOBHX YpPa)KeHb 3a OLIHKOIO
BICR mij1 yac nikyBaHHS €HTPEKTHHIOOM criocTepiranack Maibke y Beix
ROS1 HJIKPJI namienTiB i3 BUMiprOBaHMM 3aXBOPIOBAHHAM Ta i 9ac
0OCTEKEeHHS ITiCIIs T0YATKOBOTO PiBHSL.

Meniana TB, pusnauena mertomom K-M, cranmoBmma 16,5 micsis
(95% JI: 14,6, 28,6) i 66% signosined tpupamu 12 micsuge. V
OLNBIIOCTI MALi€HTIB, AKi BiANOBLIM HA TiKYBaHHS:, TOCATIH Hepuio]|
BiZINOBiAI IMBH/KO, Mig Yac abo 0 mepmoi 3aliaHoBaHO! OLHKM
MYXJIHHU, BUKOHAHOI MiCJIA MOYaTKOBOI OIIHKH, B KiHII mepimoro 4-
THXKHEBOTO LIHKITY.

B ounosnenomy amanmisi y 70 i3 94 ROS1 HJKPJI nauientis Gyna
NOCATHYTA MiATBEPKEHA ITOBHA BiINOBiAb, YaCTKOBA BiAMOBiAL abo0
crabillbHe 3aXBOPIOBAHHS, 10 TPHBAIO IIOHAHMEHIE 6 MiCALiB, fK
HalKpala 3aranbHa Bianopigs. Yactora kiminiunoi kopuerti (YKK)
craHoBuia 74,5 (95% 1. 64,4%, 82,9%).
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Meniana BBII, Bu3zHauena meromom K-M, cranosuia 16,8 Mmicsg
(95% MI: 12,0, 21,4).

Meniana yacy 1m0 mepmoro JOKYMEHTYBaHHS PEeHTTEHOJIOTIYHOIO
nporpecysanHs 3axBopioBants [{HC 3a oninkoro BICR abo cmepri Bin
Oyab-siKoi MPUYMHH (B 3aJI€XKHOCTI Bijl TOTO, IO BinGyneThes paHiie)
B OHOBJICHOMY aHali3i (1aTa 3aBepiueHHs 360py KIiHIYHHX JaHMX: 1
tpaBHs 2019 poky) cranoBuia 24,8 micsug (95% J11: 16,1, NE).

Ha jary zaBepmenHs 300py KIHIYHHX NAHHX IS OCTaHHBOIO
aHaiisy 25 i3 94 nanientis (26,6%) B po3mmpenii momymsuii mauieHTis
i3 ROS1 HJKPJI, mo ouinioBatuch Ha mHpeaMeT edeKTHBHOCTI,
noMep:id. Jladi 1010 BUIKUBAHOCTI He € 3pinumu. Ha naTy 3aBepieHHs
300py KIIHIYHHX JaHUX HEMOXKIHBO OYJI0 BCTAHOBHTH MejiaHy 3B,
BH3HadeHy wmerogoM K-M (NE) (95% [I: 28,3, NE). Yacrora
BIDKUBAHOCTI Oe3 moziit uepes 18 micsuis, BusHauena metomom K-M,
cranoBuna 76% (95% JII: 67%, 86%). HeobOxinuuit 6inpin TpuBammii
TIEPiOJ1 MOJANIBIIOTO CIIOCTEPEKEHHS BUKHBAHOCTI.

Pan  amamisiB  4yTiaMBOCTI, BKIIOYAOYH ONIHKY AOCIiIHHKOM
[ICPBUHHHUX T4 BTOPHHHHX KiHIIEBUX e()eKTHBHOCTI, a TAKOXK aHAII3H,
1110 OLIHIOIOTH BILTHB Ha BBII BiACyTHROT OIIHKM MyXJIMHK Ta HOBOTO
NPT, npoaemoHcTpyBanm HafilHICTh pe3y/bTaTiB eeKTHRHOCTI.

YacroTa 06’ €KTHBHOT BiqOBi I 3a OIIHKOIO HOCIIIHHKA

HOB 3a oninKo0 10CTiHAKA B POIIMpPEHii oMy Ismil maienTis i3
ROS1 HJIKPJI, sixa ouintoBanack Ha npeamer edextusaocti (N = 94)
B OHOBIICHOMY aHasi3i, ctaHoBuiaa 73,4% (63,3, 82,0), noxibro mo
YOB 3a oninkoio BICR. KonkopmantHicTs Mixk oninenoro BICR Ta
JIOCITIIHUKOM BiIMOBiuo Gyita BUCOKOIO (87,2%; 82/94), mpu mpomy
BICR Ta pmocmimuukom Oymm igentudikoBani 63 mamieHTH, sKi
BINAMOBINMM HA IikyBauHs, i 19 mamieHTiB, sKi He Bigmosinm Ha
JIIKYBaHHS.

TpuBamicTs BiNOBI/i 32 OIHKOKO AOCTiJHUKA

Meniana TB 3a ominkoro jgocimijHuka 118 69 mnamieHTiB, gKi
BIMOBUIM Ha JIKYBaHHS B OHOBJIEHOMY aHalmi3i, cTaHOBHIAa 16,4
micaug (95% JI: 13,1, 18,5). Ile ysromkysanock i3 TB 3a oninkowo
nocmiiuka ans  nepuHEMx 53 ROS  HJIKPJI namieHtiBe B
[10YaTKOBOMY aHalli3i, a TAKOX i3 OHOBJICHUM aHamizoM BICR-TB.

BuwxuBanicTs 6€3 nporpecyBanHs 3a OIiHKOO I0CIiTHHKA

Ha ocnosi 3aranom 68 moziit BBII y 94 nauienTis B po3mmpeniit
nomynamnii nauientis i3 ROS1 HAKPJI, mo ouiHioBam®Ch Ha peaMeT
edextuBHOCTI (72,3%), Memiana BBII 3a omiHkoo mocuigamka B
OHOBJICHOMY aHali3i (zaTta 3aBepuieHHs 360py KTHIUYHUX JaHHX
31 xkoBTHs 2018 poky) cranoBmwia 14,5 micsus (95% JIL: 10,0, 17,4) i
Oyuia mopiBHIOBaHOIO i3 Memianoo BBII, onineny meromom BICR.

EdexTuBHicTh 32 BUXiIHIM cTaTycom 3axBoproBanHs LIHC

B Mmeskax posmmpenol momynsuii nanientis i3 ROS1 HJIKPJI, ska
OUiHIOBaNach Ha IpeaMer edekTuBHOCTI (n=94), 54 mauientn Gymu
BKJIIOYEH] B MOMyNAil0 manieHTiB Ge3 Meracrasis B I[HC, sxi
niisrany ananisy, i 40 maumieHTiB OynM BKTIOYEHi B MOMYJIALiO
nanieHTiB i3 metacrazamu [{HC, sxi mimmsranu aHaJlizy, Ha OCHOBI
HasBHOCTI abo BiAcyTHOCTi BHXimHOro 3axsoproBanns LIHC 3a
OLIIHKOIO JIOCIIi THHKA.
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Yacrora cucreMHoi Bianorim 3a ominkoro BICR craHoBmiIa 67,5%
(95% 11 50,9%, 81,4%) y 40 nauienTis, i1enTH(IKOBAHMX SIK TAKi, 1110
MaroTh MeTacTasu B LIHC Ha mouaTok mociipkeHHS, 3a OINIHKOIO
nociganka, ta 77,8% (95% JI: 64,4%, 88%) y 54 narmientis 6e3
no4aTkoBuX Mertacrasis B [THC. Bixnosixe Oyna Tpusanoio B 060X
niarpynax, xoua megiana BICR-TB 6yina KOpoOTIION y maiieHTis i3
3axpoproBaHHaM [{HC mnopiBHgHO 3 mamieaTamu 6Ge3 MouYaTKOBOTO
saxpoptoBanHs [[HC (16,5 nporm 24,6 wmicaus signmosigHo),
ananoriuro BBII (11,9 micsus npotu 21,1 micsmus Bigmosimmo). Lli
pe3yabTartH BifoOpa)kaloTh TipIIHE pe3ynbTaT, MOBIAOMIICHHH s
nanientis i3 HIKPJI ta ypaxennsm ITHC.

BbIl y nanienTiB i3 Buxiguumm Meracrazamu B I[HC Tta 6e3
BiamoBigHo mo BICR BijoOpakac TpHBaldy BiANOBiZb B KOXKHIif
niarpymi (Meziana: 11,9 micstus i 21,1 micsiug BiamosiHO).

Y3ro/KeHo 3 TipIIMM IIPOrHO30M, MOBiJIOMJIEHHM Y MAI€HTIB i3
HJIKPJI Ta meTacTa3amu B roI0BHHH MO30K, GiJIbllIa 4acTKa MAaIicHTiB
13 BHXIZHHM BHMipIOBaHMM/OIiHIOBAHUM 3axBoproBanHsM B I{HC,
NOPIBHAHO i3 nallieHTamu Ge3 3asmageHoro, momepimu (32,5% [i3]
npot 22,2% [Ge3]). Meniana 3B, Busnauema wmertogom K-M,
CTaHOBHJIa 28,3 micsrs I8 manieHTiB i3 3axsopropanuaM L[HC, i He
OyJa JocArHyTa y mamnienTis 6e3 ypaxenss [{THC.

JlikyBaHHs eHTPEKTHHIGOM IIPOIOBIKYBAJIO IEMOHCTPYBATH KITiHIYHO
sHayuMy IK edexturricTs. B onoBeHOMY anaiisi i3 34 namienris, siki
Mand migrBepmkene BICR saxsoproBanus IIHC — (BumipioBane i
HEBHMIPIOBaHE) Ha I10YAaTKy JOCIHiKeHHs, y mososuru (17) Gyma
nocsarayta IK-4OB: 50,0% [95% JI: 32,4, 67,6]), npu upomy y 5 i3 34
nanienTis (14,7%) Oyna nocsrayTa inTpakpaHiaibHa OBHA BiAMOBi/b.
Cepen 18 manieHTiB i3 BUMipIOBaHEM BUXiHHM 3axBoproBanusM [ [HC
3a ouinkoro BICR, IK-HOB cranosuna 77,8% (52,4%, 93,6%).

Ha nary 3aBepmenns 36opy xiiHiuHux nauux 1 tpasns 2019 poky 6
i3 17 namienris, y skux Gyna JocsrHyTa 06’ eKTHBHA iHTpaKpaHiaabHa
BiZIOBi/Ib, BCE Il MM iHTpaKpaHiaabHy peMicito, 9 mamieHTiB Maiu
[IPOrpecyBaHHs 1 2 NallieHTH TTOMEPJIH.

InTpakpanianeHa Binnosige Oyna tpuBanow. Meniana IK-TB, ska)
TpyHTYBajack Ha oninii BICR, B oHOBIeHOMY aHaii3i cranoBmia 12,9
micsus (95% Lt 5,6, 22,1), i 3anumanach He3MiHHOK 3 Memiann K-
TB (BICR), noBizomieHoi B moyaTkoBoMy aHanizi momymsii ROS1.
Mepiana IK-TB y mnamieHTiB i3 1OYaTKOBHM  BHMipIOBAaHHM
zaxpoproBanHaM [THC cranoBuna takox 12,9 micaus (95% I 5,3,
16,5).

Meniana inTpakpanianeHoi BBII, ominena meromom Kamana-
Meiiepa, na ocHoBi ouinku BICR B oHOBieHOMY amanmizi (naTa
3aBeplIeHHs 300py KiiHiyHuX ganux: 1 tpasus 2019 poky) craHOBH/IA
7,7 micsus (95% [I: 4,6, 15,7) Ta, i3 Ginbll By3bKEM JOBipunM
IHTEPBAJIOM, 3aIMIIMIACE He3MiHHOW Bix Memianu IK-BBIT (BICR),
I0BiJOMJICHO] B IOYATKOBOMY aHajli3i momysii ROS1.

Meniana IK-BBIl y mnauienTiB i3 m0YaTKOBMM BHMipIOBaHHAM
saxBoptoBanHaM [[HC rtakox craHoBmma 7,7 micans (95% JI: 4,6,
17,4).
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[Tonepenst npomeneBa Teparis TOJTOBHOTO MO3KY HpPOBOIMIACH
1nos10BuHi nanientis i3 ROS1 HIKPJI Ta moyaTkoBHM 3aXBOPIOBaHHAM
ITHC 3a ouinkoro BICR; y 17 i3 34 nauientis i3 BuMiproBaHnMH T4
HeBUMIpIOBaHMMH ypakerusmu [[HC, i y 9 i3 18 nmanienTi mume i3
BHMIPIOBAHUMH YPAKEHHSIMH.

Y BoceMHM i3 17 mamieHTiB, sKi He OTPUMYyBAIM IIOTEPE/IHIO
IIPOMEHEBY TEpAIilo IOJIOBHOTO MO3KY, Oyiia JocsATHyTa 00’€KTHBHA
inTpakpaniansHa Bignosigs (IK-YOB: 47,1%, 3 moBHi Bimmosin, 5
HaCTKOBHX BINOBi/eH), MiJKPECIIOYH AKTUBHICTh EHTPEKTHHIOY
mozno ITHC (Ge3 yrpyansiodoro intepmperarito epexry). Memiana
inTpakpanianenoi TB  cramopmwma 11,1 micsma (95% JII: 3,7,
HCMOXK/IHBO pO3paxyBaTH) y LMX 8 mnaiieHtiB. YV neB’sith iz 12
NMAiEHTIB, SKi OTPUMYBAJIH NIONIEPEIHIO IPOMEHEBY TEPAITiIO IPOTIATOM
< 2 MicAliB 10 NOYATKy JiKyBaHHS €HTPEKTHHIOOM, Oylia TOCATHYTA
iHTpaKpaHianbHa BiAmoBias (75,0%; 2 moBHi BiamoBiai i 7 4acTKOBUX
Bianosigei). Meniana intpakpaniansaoi TB cranoBmna 14,7 micsus
(95% [1: 5,3, 22,1) nuis npx 9 nanieHTiB, SIKi BiamoBiig Ha JIKYBaHHS.
Y JKOIHOTO i3 5 mamieHTiB, SIKAM ITPOBOAMIACEH NpOMEHeBa Teparis
TOJIOBHOTO MO3KY > 2 MiCALIB JI0 JTiKyBaHHS €HTPEeKTHHIOOM, He Gyia
JIOCATHYTa IHTpaKpaHiaabHa BiIIOBiIb.

Pe3ynwrary 3a OIiHKOIO NAI[i€HTIB
Ouinka PRO Oyna nimumo npocmimxenas STARTRK-2 i TOMY
Pe3yNbTaTH HABOAATHCS JIUIIE JUTSA [IBOTO AOCITIIHKEHHS.

I3 78 mauienTiB B po3mupeniit momysinii nanientis i3 ROS HIIKPJI,
SKi  OIIHIOBAJIMCE Ha mpeaMeT e(peKTHBHOCTI, BKIIOYEHHX B
nocrimxenns STARTRK-2 o 30 macronana 2017 poky, yei Bigmosinu
IIoHalMeHIIe Ha oaHe nuTanHg B QLQ-C30 i yci, 3a BHUHATKOM OIHOTO
NalienTa, BiJNOBIMN moHaiiMeHIIe Ha oane nutanHs B QLQ-LC13
(n=77) mix uac BHXimHOi ouminku B genb 1 mukmy 1. ITouarkopo
MAlieHTH MOBITOMIISIM MOKa3sHUKH (yHkuionysamas QLQ-C30 Bix
NOMIPHAX /10 BUCOKHMX (3aranbHHil cTaH 310poB’s [cepemue: 54,9],
(izuKantbHe (GyHKIIOHYBaHHS [cepenne: 68,1], pombome
dynxuionysanns [cepeane: 60,7] i KormitMBHe (yHKIOHYBaHHS
[cepenne: 81,8]) mpu mianasoni mkanu Bixg 0 1o 100, npu mpoMy BHIm
NOKa3HUKH  BijloOpaXkaloTh Kkpamle ¢QyHkuionysarns. Iligx wac
JLIKYBaHHS €HTPEKTHHIOOM NAIlieHTH Malu TeHIEHIII MiATPHMYBATH
abo 1oKpalyBaTH BHCOKY BHXIJHY OB S3aHY i3 370pOB’SIM SIKiCTh
KATTs (cepenHs 3MiHa BapiroBana Big 0,6 mo 12,5 1 3aransHOro
CTaHy 3710poB’s 10 22 uukiy). [Tounnatouw i3 23 uukity cepenni 3Minm
nokasuuka HRQOL cBiquumn npo noripuieHHs y nanientis (n=18), sxi
BCE M€ 3alOBHIOIOTL onuTyBadbHHUK. Il{ogo dyHkumioHansHHUX mIkan
(tobro  isuune dynkuioHyBaHHS, ponbOBe (YHKIIOHYBAaHHS i
KOTHITMBHE (DYHKIIOHYBaHHS), NALICHTH TPOJORKHIN ITOBIIOMIISTH
NpO MOMIpPHI YM BHCOKI MOKA3sHHKH HiJ 4ac OLIBIIOCTI Bi3WTIB
NOCTIDKEHHs 13 TEHIEHIII0 KIIHIYHOTO MOKpAIIEHHS, 38 BHHATKOM
KOTHITHBHOTO (hyHKUIioHYyBaHHs. [Ipy miATpHMaHHi 3araqoM BECOKOTO
BHXiJHOTO DiBHSI KOTHiTHBHE ()YHKIIOHYBAHHS MaJ0 TEHICHUIIO JI0
IICBHOTO TIOTIPIICHHS B NEBHI MOMEHTH 4Yacy, sKi MepeBHINYBaJIH
KITiHIYHO 3HAYMMY Mexy 10-GanbHoi 3minu (Haiiripima cepens 3MiHa
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nokasHHKa -11,54 B nens 1 nukiy 21, y Toii yac sk moHaiMeHIIe 0164
4ETBEPTa OPUTIHANLHOI OMYIISIIi Bee Iie Hajae JaHi).

Bignosinso no QLQ-LCI13, mauientd mnomijioMuns mpo momipsi
TOPYUICHHS. y BHUINIAAI CHMOTOMIiB 3 GOKy JIET€Hh Ha II0YaTKy
pocmimkenas (Ginp B rpyaHii kiitii [cepenme: 18,2], 3ammmka
[cepenne: 35,9]) i3 TeHieHiicro HeraiffHOro KIHIYHO 3HAYUMOIO
HOKpameHHs. [Ipo TSXKHH Kamenb MOBiJOMISIOCH ITOYaTKOBO i3
cepeaHiM TOKasHUKOM 38,5, i3 HACTYIHMM HETalHMM BHDPAKECHEM
KIiHIYHO 3HAYMMHM TMOKPAIeHHsM (CepemHs 3MiHa BiJl BHXiAHOTO
nokasHuka -12.3 B nenb 1 mukiy 2), sKe yTpUMYBaloch y IHX
NAli€HTiB, fKi NPOMOBKYIOTh 3allOBHIOBATH ONHTYBATBHHUKA. J10
66,7% malieHTIB MOBIZOMMIIA NPO KIiHIYHO 3HAYMME IOKpAaIIeHHs!
(3vina > 10 GaniB mokasHuKa cyGUIKATM CUMITOMIB) B Kaluti B Gy/ib-
SKHH MOMEHT 9acy OIiHKH MiCJIsl T0YATKOBOTO PiBHSL.

[Ipodinie Gesnmexn eHTPEKTHHIOY € CIPUATIMBEM i EHTPEKTHHIG
A 100pe [IepeHOCHThC. 3aranbauil mpodiik Ge3nexn, mo cnocTepirapes,
3aranoM OyB MoJIOHUM y JiTell Ta JOPOCIHX, 32 BUHATKOM BiMideHHX
BunajkiB. Ornsan npodimo Gesnekn y mnaumieHTis, ski oTpEMyBain
JIIKYBaHHSI €HTPEKTHHIOOM B 3arambHill iHTerpaibHiil momysIALii
Oesnexu (n = 504), HaBeeHnit HIKYE.

- NpaKkTH4YHO yci nauienTts (99,0%) mann moHaiiMenme oxxe HS
(yeix cryneniB Tsokkocti). Haii6inemn yacto mosimomnenwumu HS 3a
TEPMIHOM TEPEeBaKHOTO 3acTocyBaHHs (y >25% naiieHTiB) Gyin
cnadkicTs (44,6%), 3akpen (42,9%), cnotBopenns cmaky (42,3%),
sanamopoyuerns (36,1%), miapes (33,5%), nymora (32,1%), anewmis
(28,2%), nepudepuunmii nHabpax (27,8%), samumka (27,0%),
30LIbIIeHHs MacH Tina (26,4%) i 36iblIeHH s PiBHA KPeaTHHiHy KPOBi
(25,4%).

- CHZI (ycix cryneniB TskkocTi) BuHHKaMH y 39,9% namieHTiB, mpu
IEOMY Ha#4acTile HoBiTOMISIIHCH (> 2% mauieHTiB) 3aaumka (4,6%),
nHeBMOHIs (4,0%) Ta mueBpansHuii BUIIT (3,0%).

21. Pesynpratu Oe3neku - IloB’si3ani i3 nikysannam CHA Bumnkamu y 9,7% nanienTis, npu
. LBOMY HaiJacTille IOoBiJOMIIIOCH NPo KOrHiTHBHI posnamu (1,0%).

- HA 3-4 crynens Bunukami y 60,1% namieHTiB; HaiGLIbIm yacTo
IOBIJOMIICHUMH SBUIIAMH (> 2% mnanienTiB) Oymu amemis (9,7%),
36inbmenHs Macu Tina (7,3%), sapuumka (5,4%), cmabkicts (4,8%),
nHeBMOHIS (3,8%), 30inblieHHS piBHS acnapraramiHoTpaHchepasu
(ACT) (3,6%), 30inpimenns piBHs anaHinaminoTpancdepasn (3,4%),
HETIPHTOMHICT (3,0%), 3MEeHIIeHH s Yncia HeHTPoQiTiB, TIeBpaNTbHHH
BUINT 1 jereHeBa embonis (koxkue mo 2,8%), miapes Ta indexiis
CEYOBHBIIHMX HLIAXiB (KoXkHe 1o 2,6%), rimokcis (2,4%) i
rinodocdaremis (2,2%).

- H3 5 crynens Bunukanu y 24 namientis (4,8%). Binsmicts HS 5
CTYIEHS MOBIIOMIIAIHCH B KOHTEKCTI MOTIpIIEHHS 3aXBOPIOBAHHS a60
YCKJIQJHEHHSI BHXiJHOTO 3JI0SKICHOTO HOBOYTBOpeHHsS. JIBi i3 24
cMepTei OyJiu po3IiHEeH] JOCI THHKOM SK MOB’sI3aHi 3 EHTPEeKTHHIGOM:
PaNToOBa CMEPTE, IPH SKiH NPUUUHHHA#H 3B’ I30K HE MOYKHA BHIJTIOUHTH,
1 synuHKa cepiid (y HalieHTa 3 aHAMHE30M NPOTE3YBaHHs A0PTaIbHOTO
Kianana ta BijixunesaaM Ha EKT), Ha mizcrasi 38’a3ky y yaci (To6T0
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ABHIIA BUHHKAH IPOTATOM 3 JHIB BiJ mOuaTKy JikyBaHHS). YV miteit
He croctepiramuchk HS 5 cTynmens TsaxkocTi.

- Binbwicte HS, mpu sikux Gyno HeoOXijiHe BTpyyYaHHS, TiKYBaIHCH
[IEPEPUBAHHAM J103yBaHHs (45,8% nauieHTiB) ab0 3HHXKEHHSIM 103H
(26,0% nauientis). [Ipo HA, siki npusse/y 10 MPUNHMHEHHS TiKYBaHHS
CHTPEKTHHIOOM, 1OBiTOMIILTOCH Y 9,1% nanieHTis.

Y Oinbmiocti manientiB (93,5%) B posmmpeHiii iHTerpambHiit
nomyJisuii Gesnexu MOBiOMISUIOCH IIOHAMMEHINE PO OHE OKpeMe
HA (st sxoro cnenianeHi aHamisu sisuin Gyam srpynoBadi 3a
MEJIMYHOIO KOHIIENi€ro [cTanaapTHui 3anuT MedDRA, kinac cucremu
OpraHiB, TEPMiHM BUCOKOTO PiBHS, IPYIIOBi TEPMiHH BHCOKOTO PiBHS,
rPYmoBi TepMiHM HeOGaKaHOro sBHmA abo TEPMiH MEPeBAKHOrO
sacrocyBaHHs]). IlepeBaxna Ginbmiicts oGpanux HS 6ymu 1 aGo 2
crynens TsoKkocTi. HaiGinbm mommpenumu HSI 3-5 crynens
TSDKKOCTI (= 5% mamieHTiB) OyiM  HEBpOJOTiYHA TOKCHYHICTE,
IeMaToJIOTIUHi  BMINA, 3MiHA MacH Tiia, MiJABUIIEHHS piBHS
1abopaToOpHUX TECTIiB MEUiHKH Ta iHII BiAXHIEHHS 3 60Ky MEUiHKH.

- arasiom 1podine Gesnekn eHTpeKTHHIO OyB moxiGHUM y IiTel Ta
OPOCTHX. Y BHINOI YacTKH (301JIbIEHHS YacTOTH IIOHANHMEHIe Ha
5%) niTeii MOPIBHSIHO 3 JOPOCIUMH BHHHKITH Hebaxani spuma 3 abo 4
crynens abo BiIXuiIeHHs Ta00pPaTOPHUX MOKa3HUKIB 3 a60 4 cTyneHs:
aHeMid, 3MEHINEHHs 4uucla JIMQOIMTIB, 3MEHIIEHHS YHCIa
HEHTPOQiIiB, rinoKcis, 361/IbIIEHHs MaCH Tijla, 3aUIIKA i HePeIOMH.

Ouinka CHiBBiTHOMEHHS KOPHCTB/PH3UK Ha MIJCTaBi pe3yIbTATIB
OHOBIICHHX aHaNII3iB eQeKTUBHOCTI eHTPEKTHHIOY vy 88 mamieHTiB i3
COJIi/THUMH IyXTHHAMH, I03UTHBHEMH Ha 37Tt NTRK (74 mopociux
NALIEHTH i3 €KCTPaKpaHialbHAM yPaXKeHHsM, 7 JOPOCIHX NAllieHTIB i3
nepBHHHEUM ypaxkenHsaM [{THC 1 7 nireit), yci i3 mepiooM nmojaismoro
CHOCTEPEIKEHHS e()eKTUBHOCTI Ta Oe3MEeKH eHTPEeKTHHIOY MpoTAroM
> 6 MicsaniB (504 mKoOBaHMX NANIEHTIB), 3QIMITMIACE ITO3UTHBHOIO i
Y3TO/KYEThCS 13 3arajIbHOIO OIHKOO CITiBBiIHOIIEHHS KOPHCTh-PH3HK
Ha OCHOBI IIEPBHHHOTO aHAII3Y.

Y JIOpoCIMX TalieHTiB i3 MyXJIMHAMH, MO3HUTHBHHMH Ha 3JIHTTS
NTRK, perpecis nyximHH BH3HAYEHHX IUIHOBHX  YpaKeHb
CIIOCTEpirajach MNPAaKTHYHO Y BCIX MAIIEHTIE i3 BHMIPIOBAHHM
3aXBOPIOBAHHSAM Ta OIIHKOIO TCJs IOYATKOBOI IiJ 4Yac IiKyBaHHS
22. BHCHOBOK (3aK/IHOYEHHS ) enTpekTiHiOOM. BICR-UOB cranosuna 63,5%, BKIIOYArOYM I SATh
NalieHTiB, y sKMX Oylda JOCATHYTa MOBHA BiamoBims (6,8%) sk
HalKpallla 3arajbHa BiAnosi/b. JJis THX MalieHTiB, SKi HE BiAMOBinaIH
KPUTEpissM  00’€KTHBHOI  BiNNOBiAi, J0oJaTkoBa KOpHCTL Oyna
MPOJIEMOHCTPOBaHA y BHIVISAI KIIHIYHO 3HAYMMOI  TPHBAIOI]
crabimizamii 3axBoproBanHs (TOOTO IIOHAHMEHIIE NPOTATOM 6
MICAIIIB), 0 BKIOYeHO B onineny BICR wactoty kiiniunoi kopHcTi
Ha piBHi 67,6%. Meniana TB cradosuna 12,9 micans (95% JII: 9,3,
NE), 1o JieMoHCTpye TpHBaLy HEepCHCTEHNIO edeKTy OiNbIne Meianu
TB 10,4 micaua (95% [I: 7,1, NE) 3a pesysibTaTaMu HepBHHHOTO
AHATI3Y.

EHTpekTHHIO mponoBkye JEMOHCTPYBATH INHPOKY KIiHI4HY
AKTUBHICTh IPH Pi3HHX THIAX IyXJIHH, AKi € HOCIAMH Pi3HHMX THIIB
3nuTTs  NTRK, TakuM YHHOM NpeACTaBieHMX B  pO3IIMpPEHiH
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iHTerpanbHili  momymauii jgopocnmx mamientis i3 NTRK, ski
OLHIOBAINCH Ha TIpe/MeT edeKTHBHOCTI. Binmopine Ha mikyBaHHS
CHTPEKTHHIOOM Oyna KIIiHIYHO 3HAYMMOIO i TPHBAIOIO y MAIIEHTIB 3
BUXIJHAM MeTacTaTuaHuM 3axBoprosanssM [ [HC unu Ges wporo.

Iurpakpanianena 06°eKTHBHA BiamoBiae Gyna mocsarHyTa y 8 i3 16
nauienTis i3 BuUXigHuM 3axBoproBanHaM [[HC 3a oninkoro BICR (50%
[95% L. 24,7%, 75,4%]), BkmoYaroun 4 iHTpaKpaHiadbHi MOBHI
BI/IIIOBi/Ii, IO 3arajioM Y3rOUKyBajIoch i3 pe3ynbTaTaMH II0YaTKOBOTO
aHai3y.

YacroTa BiANOBi Ha eHTPEKTHHIO, IO CIIOCTEpPIranach y A0POCIHX
MAIEHTIB 13 MEPBHHHUMH IIyX/IMHAMH TOJIOBHOTO MO3KY — HOCIiB
3Tt NTRK (1/7, 14,3%), He Gyia Takoko j BUCOKOIO K Y TIAIi€HTIB
i3 COJNIHUMH EKCTpaKpaHIaJbHAMH MyXJIHHAMH, TO3WTUBHHMH Ha
3T NTRK. TuM He MeHme, cepe IMX NAIi€HTIB, SKHX BaXKO
JIKYBaTH i Y IKMX CIOCTEpIira€Thesi HOraHUH MPOTHO3, SKi BUUCPIIATH
Oinemricte abo yci BapiaHTH JliKyBaHHS, CIIOCTEpirajach €JMHa
00’eKTHBHA BIiANOBiZb (YAaCTKOBa BiANOBiAE) Ta crabimizamis
3aXBOPIOBaHHA, 110 € MiA0aJbOPIOIOYMM MOMEHTOM 1 CHIBNAjae 3
pesyiIbTaTaMH JIOKIIHIYHEX MOJieNell akTHBHOCTI €HTPEKTHHIOY IpH
nepBuHHOMY 3axBoproBanHi [IHC ta metactatnunoMy 3axBoproBaHHi.
Oxkpim TOrO, 1ani, OTpUMaHi y JiTell, HANAIOTH JOJATKOBY MiXTPHMKY
edekTy eHTpeKTHHIOY y manieHTiB i3 nepBurEAME myxtuaamu LIHC.

Jlani mono edexTUBHOCTI, OTpUMAHi y MEBHOI KIIBKOCTI JiTel i3
Iy XJIHHAMH-HOCiAMH 31 TTs reHy NTRK 1/2/3, € y3romkeHIMH 3 THMH,
110 CTOCTEPIraluch B iHTErpaIbHiil MONyIALii JOPOCTHX MAIieHTIB i3
NTRK, i napasi ¢ nemoBuumu. VYc¢i 7 mamieHtiB i3 NTRK Bikom
< 18 pokiB (B mianasoni Bix 4 MicAuiB 10 9 POKiB), fAKi OTPUMYBAIH
EHTPeKTHHIO, jocarmn o6 extuBHOi Bigmomimi (OB: 100%,
BKIIFOYAIOUH 4 NalieHTiB i3 neppuHHUMH nyximaamu [ITHC). Binnosigs
Oylla MiATBEp/DKEHA pe3yNbTaTaMH  3aciilUIeHOr0  LeHTPaTbHOTO
aHaily 3HiMKiB (3 oBHi BiAnoBi i 4 yacTKoBI BiMOBiAI K Haltkpamia)
3arajbHa BiIOBIAb 3a oiinkoo BICR).

3aranom pesynbTaT e)eKTUBHOCTI, OTPHMAaHI B OCTAHHLOMY aHATI3i
B OUIbII WHpIiE momysanil 74 mamieHTiB i3 COMIHUME MyXJIHMHAMH,
NO3UTHBHUMHM Ha 31uTTS NTRK, nponoBkyioTh aeMoHCTpYBaTé
3/IaTHICTh €HTPEKTHHIOY BHUKIMKATH TPUBAIY BiJMOBiAb Y BEIHKO]]
YaCTKHU MAIIEHTIB 13 CONIHUMH ITyXJIMHAMH, TIO3HTHBHAMH HA 3ITHTTS
INTRK, BkmoYarouu TpuBaty iHTpakpaHialbHy BiIIOBiIb Y MAli€HTIB
i3 BUXiJHUM 3axBoproBanasM [[HC.

Ouinka CHiBBiHOIEHHs KOPHCTH/PH3UK HA OCHOBI pPE3y/IbTATIB
OHOBJICHHX aHAaJIi3iB e()eKTUBHOCTI eHTPEKTHHIOY y mamienTiB i3 ROS1
HJIKPJT (94 nanientn, yci i3 nepiogomM moganbImoro cnocrepekeHHs
ebexTuBHOCTI mpoTsroM > 12 micsuis; memiana 20,9 micsus) i Gesmexn
EHTPEKTHHIOY (504 miKoBaHMX NAli€HTH) 3aTMINAETHCS TIO3UTHBHOIO i
Y3TO/DKEHORO 13 3araJbHOIO OIHKOIO CIiBBiHOIMIEHHS KOPHCTh-PH3MK
Ha OCHOBI PE3y/IbTaTiB IEPBHHHOIO aHAi3y.

HOB 3a ominkoro BICR (BICR-YOB) B posmmpeniii momysiiil
ROS1 HJKPII (n=94) cranoBuna 73,4% (95% [I: 63,3%, 82,0%),
BKyoualodn 11 mosumx Bigmosineit (11,7%) i 6yna noxibHoro Takii,
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110 crIocTepiranack B lIEpBUHHOMY aHaui3i eextusrocTi (77,4% [95%
J1: 63,8%, 87,7%]).

Binnosine 6yia pusanoro: 56,4% i3 94 mamientie i3 ROS1 HJIKPJI,
SIKi OLIHIOBAMCH HA IpeMeT eeKTUBHOCTI, OCATIM BiAMOBi, MO
TpuBac > 6 Mmicsis, i 42,6% ycix mamieHTiB J0cATIH BigmoBimi, mo
TpuBac > 12 micaniB. Mexiana TB y mamienris, sxi Bimmorinm Hal
JKyBaHHS, cTaHoBKIa 16,5 micsus (95% JI1: 14,6, 28,6), i us Tpusaia
BI/IIOBI/Ib Y BUCOKOI YacTKM mHalieHTiB 6yna BimoGpaxena y BBII;
meiana 16,8 micss (95% JI1: 12,0, 21,4).

Benuuuna kopucri, Imo cmoctepiraiack HpH  3acTOCYBaHHI
CHTPEKTHHIOY Ha ChOTO/IHI, Y BUITIS/I YACTKH MAIiCHTIB, 10 BiOBIIH
Ha JIKYBaHH:A, i TPHBAIOCTI BIANOBiAl B Ii#f mOMyJAIii, BBaKAaeThCS
KIiHI9HO 3Haummor. BICR-UOB € 4HCeNnbHO BHOIOK  HIX
IIOBIJIOMJIEHA B PEECTPALIMHUX JOCIIDKEHHIX KPU3OTHHIOY, €IHHHM
iHmMM  iHriGitopom ROS1, cxBaneHuM [ JIiKyBaHHS JOPOCIHX
nauientis i3 ROS1-nosurueanM nommpenum HJTKPJI (3BiT 3 oniHky B
€C s Kcankopi), a0 B IiHIHX NPOBEAEHHX MiKHAPOIHHX
JIOCIIDKEHHAX Kpu30THHIOY mmpu ROS1 HJIKPJI (Wu Ta criraBTopH,
2018; Michels Ta cniraBropm, 2019; Moro-Sibilot Ta CIIBaBTOPH,
2019). Ilo BaxuimBo, i3 94 mnamientis i3 ROS1 HJKPJI, ski
ONiHIOBAJIUCH HA TpeIMeT e(pEeKTHBHOCTI B  JOCHIDKEHHSX
eHTPeKTHHIOy, Oimbmre oxnmiei Tperunn (36,2%) Manu BHUXigHE
saxpoproBanHs [[HC, sxe e daxropom, 10o0pe 3a10KyMEHTOBaHUM B
CHPUSHHI  NOTIpIIEHHs NPOTHO3y, sK CHOCTEpiragoch I
CHTPeKTHHiOy y nauieHTiB i3 3anydennsm I[HC um Ge3 Hporo Ha
MOMEHT BKJIIOUEHHS B JIoCHi/DKeHHS. lle mnpexacrasnse ommy i3
HAWBHIIMX YacTOK HanieHTiB i3 ypakennsMm I[HC Ha MoMeHT
BKJIKOYEHHSA B JIOCIIJKEHHSI, TIOBIZIOMJICHUX B JIOCTI/DKEHHSIX 3 OMIHKH
ROS1-rapretnoi  tepanii HJIKPJI, BKmOYaroum IOCITi/KEHHS
KPU30TUHIOY.

OcTanHi pe3y/ibTaTH MOCIIIKEHb MPOAOBKYIOTH JEMOHCTPYBATH
tpuBainy IK aktupnicTh y Benukoi yactku mamientis i3 ROS1 HIKPJI
Ta BHXigHUM 3axBoproBaHHsM L[HC, B pexumi momoTepamii y
Mali€HTiB, IKUM He NMOTPiGHE MPOBEAEHHS MPOMEHEBOI Tepamii, i y
NAIIEHTIB, IKUM HEOOXi/THO TPOBOMTH IIPOMEHEBY TEPAITIIO 3 METOIO
crabinizanii neskux ypaxets. IK-HOB 3a oninkoro BICR y 34 i3 94
nauientie i3 ROS1 HJIKPJI, sixi manu Buxiane 3axsoproBanns 1[HC,
craHoBuia 50% (95% JI1: 32,4%, 67.6%) i HaBiTh BHIIE y NALIEHTIB i3
BUMIPIOBAHUM BHXiIHHM 3axBopioannsm I[HC (77,8% [95% JII:
52,4%, 93,6%]). Meniana IK-TB, BusHauena wmertomoM K-M,
craHoBuia 12,9 micansg (95% JI: 5,6, 22,1 i memiana IK-BBII
craHoBwia 7,7 micsaug (95% JI: 4,6, 15,7), mo y3romkyerbes i3
pe3yJibTaTaMHu, MOBiIOMJIEHHMH B IEPBHHHOMY aHalli3i eeKTHBHOCTI.
IIponemoncrpoBana IK axrusmicTs i TpuBama IK Bigmosims ua
JIKYBAHHS €HTPEKTHHIOOM 110 BigHOMIEHHIO 110 MeTacTasis B IIHC npu
06ox mnokazanaax ROS1 HJIKPJI ta NTRK 3aciyroBye yBaru B 1iif
[OIYJIALLT, IO BAKKO NiUTAEThCA TiKYBaHHIO, 0COGIMBO BPaXOBYIOUH,
0 Hemae omybnikoBaHoi iH(opmanii crocosHo IK axTuBHOCTI
Kpu30THHIOY mpu ROS1-mosurusnomy HJIKPJI i3 meractasamu B
LIHC. OTpumani naHi € y3ro/pkeHUMH i3 JOKIIHIYHUMH JaHHMH, SKi
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JIEMOHCTPYIOTh, LIO MO BiTHONIEHHIO 10 KPH30THHIOY €HTPEKTHHIO €
cnabkum  cyberpatom  P-rmikompoteimy  in vitro, aKTHBHOIO
e urokcHOrO TPaHCIIOPTEPY, 110 EKCIPEeCYEThCA B
rematoeHuedanigHomy Oap’epi.

OanovacHo i3 3MeHIIeHHsM po3mipy myxiauad HJIKPJI, mamienTy
MOBIIOMIAIA  TIPO  WIBHIAKE 1 TpHBAle KIiHiYHE INOKpAIICHHS
CHMIITOMIB, acOlliiOBaHHX i3 PakoM JiereHb, BKIIOYAIOYHM KALIEb,
3a[MIIKY 1 61k B Ipy/IHIN KITHI, i Yac JTiKyBaHHS €HTPEKTHHIOOM.
[lanientn Gynm 3paThi niaTpuMyBaTH abo IOKpAIYBAaTH INOJCHHE
dynxuionysanHs, mo mpu3seso 10 nokpamenns HRQoL (3a ouinkoo
izmaHOi GyHKIIT, poEOBOT GYHKIIT i 3aralbHOrO CTaHy 30pOB’s 3a
pesynsrataMu EORTC QLQ-C30).

3araoM pe3ynbTaTH e(EKTHBHOCTI B OCTAHHBOMY aHATI3i B GiibLI
MUpOKiH monysnii 94 narienTis i3 ROS1 HIIKPJI Takoxk 1eMoHCTpye
OOIPYHTOBAHY Y3TOKEHICTH i3 pe3ylIbTaTaMH, MOBiIOMICHHMH IS
53 nanieHTiB Ha MOMEHT IIPOBE/ICHHSI IEPIIOTO aHATI3Y ePEKTHBHOCTI.
OTpuMaHi pe3ynbTaTH MPOJOBKYIOTH JIEMOHCTPYBATH 3JATHICThH
CHTPEKTHHIOY iHAyKyBaTH TpHBAIY BiANOBiAb y BENTHKOI YacTKH
nanientis i3 ROS1 HJIKPJI, Bxmouaroun tpuBany IK Bigmorias y
NalienTiB i3 BUXigHUM 3axBoprosanaam [THC.

Kopucte momo ebexTHBHOCTI, OnKcaHa BHIIE, MPOJOBKYETHCS B
KOHTEKCTI 100pe MepeHocHMOro Ta KepoBaHOTo mpodino Ge3nexu i3
BPAXyBaHHSM IONEPEJHBOTO JIKyBaHHSA Ta IOMIMPEHOTO XapakTepy
3aXBOPIOBAHHsA JOC/IDKYBAaHOI IOMYJIANil MAi€HTIB 13 3JI0AKICHAMHE
HOBOYTBOPEHHAMH.

Hpyre oHOBNeHHA 3 Oe3NeKH EHTPEKTHHIOY Haaae pe3yIbTaTH
aHali3y KYMYJIATHBHHMX JaHHX 3 Oe3leKH, OTPHMaHHUX 3araioM y 504
JI0OPOCIKX Ta JiTeH 3 iHTerpanbHOI momysnii Ge3nexu, BKIIOYEHOT B
TP KIiHIUHI JgociijpkeHHst y mopociux (ALKA, STARTRK-1 Ta
STARK-2) ta onne kniniune nocnimkenss y giteii (STARTRK-NG) i3
3aCTOCYBaHHSIM €HTPEKTHHIO Ha JaTy 3aBepuieHHs 300py KIiHIYHHX
nanux 31 xoBTHA 2018 poky.

B saranpHifl posmmpediii iHTerpambHil mnomyssuii Oesmexm 3a
y4actio 504 nanieHTiB, sKi OLIHIOBAIIKCH HA NPeMET Oe3IeKH, Me/iaHa
TPMBAIOCTI  €KCHO3HLil EHTPEKTMHIOY CcTaHOBHJIA 5,5 micsms
(mianmazon: 0,0-42,1 micsaug), mo BigmoBizamo memiani 7,0 mUKITIB
(mianazon: 1-92). Mepiana TpuBaiOCTi JIKYBaHHS B PO3MIMpEHiii
MOMyAIii Ge3nexy, BKIIOYAIOUH HEIIOAABHO BKIIOUECHHX MAIlEHTIB,
craHoBmia 6,4 micsus y gopocanx mamieHTiB i3 NTRK, 7,4 micsaus y
nopociux nanientis i3 ROS1 HAKPJI i 3 micsui y aiteit.

3aranom ycs CyKyIHICTh JIaHHX 3 O€3MeKH TPOJIOBXKYE CBiTIUTH, IO
EHTPEKTHHIO J06pe NePeHOCHTRCS i3 KepOBaHMM TIpodineM Ge3reKH.

I3 saraneHoro umcna HS, nosifomiieHux B iHTErpaibHii nomysiii]
Oesnexku, nepepaxkHa OimblmicTs sBWI Oymu  1-2  cTymens i
Hecepio3Humu. HS > 3 crynens sunukamm y 61,1% nanientie, i CHS
— ¥y 39,9% nauientiB, mo BigoOpaxae nowmpeHuit Xxapaxrtep
JOCTIDKYBAaHOTO 3axBoptoBaHHg. Yactora, Tun 1 TsokKicts HS
Y3TOUKYBAINCH 13 NOBIIOMJICHHMH paHilIie.

Tpu nonarxosi HA 5 crynens (jeTanbHi) BUHHKIH B pO3MIHpeHid
Oyl Oe3leKH y MalieHTiB, BKIIOYEHHX B JOCTIMKEHHS IiC/s
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30 macronana 2017 poky (4,8% 3aramom B posmmperiii momymsii
Oesnexkn 3a ywacti 504 namientiB). Bimbmmicts HS 3 neTamsHEM
HACIII/IKOM B PO3IIHPeHil inTerpanshiil monynsauii 6esmexu Gynu HS 3
OOKy muXanbHOI CHCTEMH, sKi MOBIZOMIISUIMCH Y HALI€HTIB i3 paKom
sereb abo MeTacTa3aMH B JIETEHI B KOHTEKCTI HporpecyBaHHS
3aXBOPIOBAHHS.

Ilepenomn, Haliyactimme crerna abo iHIIO! YaCTHHH HHIKHBO]
KIHLiBKH, crocTepiramice y 6,2% mnauientis (2,4% 3 crymens
TSDKKOCTI) i YacTillle MOBiTOMIISIIHCE Y AiTel BikoM < 18 pokiB, Hix y
Jlopociux manientis. XKoxHa 3 mogili mepenoMy He npusBena o
MePeIYacHOro NMPUINHEHHS JIIKYBaHHS €HTpeKTHHiOOM. B Ginbrmocti
BHIIA/KIB Yepe3 NEepeioMH He OyJio BKHUTO KOIHHMX 3aXOiB INOJO
JOCITI/KYBAHOTO JKapChKOro 3aco0y; B IHIIAX BHMAAKAX JIKyBaHHS
CHTPEKTHHIOOM NepepUBaIoch, i MAllieHT NPOAOBKYBaB OTPUMYBAaTH
eHTpekTHHIO. Ha aty 3aBepiuenns 360py KIHIYHIX JaHUX, GLIBIICTS
[IEPEIOMIB PO3PILITHIIHCE.

He Oyno inmux HOBHX ab0 HeOUiKyBaHUX 1pobieM 3 Ge3meKu.
IlepenocumicTs eHTpexTHHIOY OyIa MmiATBEpKEHA BiTHOCHO MAIOI0
YaCTKOIO MALI€HTIB, AKi IepeyacHo PUNUHAIN TiKyBaHHs depe3 HSI
(9,1%). Hespaxkaroun Ha BHHHKHEHHs SBHIN 3 OOKY NIIYHKOBO-
KHIIKOBOI'O TPAaKTy, BTpaTy MacH Tila i HEBPOJIOTIYHI sBHINA,
OipLIicTE MaIieHTiB, sKi Bignosimm na 3amutarEs QLQ-C30 crocoBHO
OCHOBHMX II0B’S3aHHX i3 JIKYBaHHSM CHMITOMIB (TOGTO HYAOTa,
OmoBaHHs, BTpaTa ameTHTy, OE3COHHS, 3aKpel, jiapes TOIIO),
TOBIZIOMHJIM, IO Ili CHMIITOMH «B3arajii» He OylM IpPHCYTHIMH, LIO
CBIZYUTE IIPO Te, LIO MAIIEHTH HEPEHOCHIIH Ii CHMIITOMH.

Binbmicte HS, siki nmotpeGyBanu BTpy4aHHs, NPOAOBKYBATH GYTH
JIOCTaTHHO ~ KEPOBAHMMM 33 JIOIIOMOTOI0  [epEpPUBAHHA  J03H
(Mpu3ynMHEHHS O03yBaHHS), 3HH)KEHHS I03H Ta/9d 3a JONOMOTO0
MiITPEMYBaIbHOTO  JTiKyBaHHA.  llepepuBaHHs — 103M  GyJIo
TPAaH3MTOPHMM 1 3araloM He TepPelIKOKano IPOJIOBKEHHIO
OTPHMAHHIO MAll€HTaMH 3alIaHOBAHOI 03U EHTPEKTHHiOy Iix dac
[EePEBAXKHOI YACTHHHU TPHBAJIOCTI JIIKYBAHH,

Hebaxani sBHINA IPOJOBKYBAIH OYTH KEPOBAHUMH 3a JOIOMOIOI0
CTAHIAPTHOI MEJMYHOI JONOMOTHM Ta CIENH(IYHOr0 MOHITOPHHTY
nmoJif 3actiiiHoi cepueBoi HemoctatHOCTi, momoBxerHs QT Ta
KOTHITHBHHX po3iajiB. L{i 3axoam momomaraay po3pilleHHIO SBHIL, a
TaKOX JO3BOJIAIM TPONOBKHUTH JIKYBaHHS €HTPEKTHHIOOM B
OinpimocTi Bunaakie. Ha mizcTaBi HacHiAKIB IHUX SBHUII 33 JOIOMOIOK
JAQHOTO THIY CTaHJapTHOTO 3HH)KEHHsS pPH3HKY, AK OIHCAHO B
sanponioHoBaHomy  IIVPi, 3aranzeHa  owiHKa — KOPHCTB-PH3HK
3IUIIAETECS TIO3UTHBHOKO.

3arajbHui BHCHOBOK PO KOPHCTh-PH3HK

EnTpexkTuni06 mpoaeMOHCTpYBaB CyTTEBY Ta KIHHIYHO 3HAYYINY
KOPUCTh y MAILI€HTIB i3 COJIJHUMH MyXJIMHAMH, IIO3UTHBHUMH Ha|
3mutTss NTRK, 1a y nopocnnx namientis i3 ROS1 HIKPJT pasom i3
100pOI0 EePEeHOCHMICTIO Ta KepoBaHUM npodinem 6e3nexkn. Ha ocHoBi
JaHUX, OTPUMAHHX Y T[IOYaTKOBHX TAIlI€HTIB, SKi OTPHMYBAIIA
CHTPEKTHHIO MpOTATroM GiJIbIN TPHBAIOTO Yacy, Ta JOCBiLY JiKyBaHHS

;//{:«fé//gﬁ// ﬁ{#{.‘é—?ﬁ'(; '
g__/,’ - ‘/’): S :-,;/ S o /

’



000187

CHTPCKTHHIOOM HOBHX IIALLi€HTIB, CIIiBBIIHOIIEHHS KOPHCTh-PH3UK JUIS
C€HTPEKTHHIOY € NO3UTHBHUM.

I[i nami MiATPUMYIOTH 3aCTOCYBaHHsS EHTPEKTHMHIOY sK BapiaHTy
JMIKyBaHHA JIOPOCIHX Ta JiTeH i3 MiCIIEBO NOMMPEHAMH 4YH
METaCTaTHYHUMH CONIIHUMH IYXJIHHAMH, MMO3MTHBHHUMH HA 3JTHTTS
NTRK, y sKuX crocrepiraeThbesi IpOrpecyBaHHs Mic/s MONEepeaHbO|
Tepamii, abo AK MOYATKOBOI Tepamii, KOJMHM HeMae NPHHHATHHX
CTaHIAPTHUX METOMAIB JiKyBaHHsA. EHTpexTHHIO Takok ciij 3po6utH

BapiaHTOM JKyBaHHS JOPOC/IMX MHamieHTiB i3 ROS1-mo3uTuBHEM
HJIKPJI.
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