3BiT mpo KkaiHiYHe BUNPOGyBaHHS

1. Haspa nikapcekoro 3aco6y (3a HasiBHOCTI -
HOMEp peeCTpaLifiHoOro NocBiqueHHs)

TTOJIAUBI® (POLIVY®)

2. 3asiBHUK

®.Xoddmann-JIs Pow JItn
['pensaxepurtpacce 124, 4070 Basens, Iliseiinapis

3. Bupobuuk

@ . Xoppmauu-JIs Pow JItn

Bypmicser, 4303 Kaiicepayrcr, 111seiinapis

4. TIIpoBeneHi pocmiKeHHS

TakK C  wi

: | AKIO Hi, 06IpyHTYBATH

1) Tin nikapcekoro 3acoGy, 3a SIKMM IPOBOIMJIACS
abo niaHyeTbes peecTpallis

JlixapchKknii 3aci6 3a MOBHMM 10ChE (ABTOHOMHE JI0CHE),
IHLIMI JTiKapchKuii 3aci6, HOBa Airo4a peuoBHHa.

Hocnimxenns BO29561. Tocnimkenns Ib/Il dasu 3
BUBUYCHHS Oesneku Ta edexruBHOCTI 06iHyTy3ymMaby B

7. lepion npoBeieHHs KJIiHIYHOTO BUNIPOOYBaHHS

kombinauii 3 aresomisymaGoM Ta monaryzymabom
BEJJOTHHOM  @pPW  3aCTOCYBaHHi  malieHTam 3
peuuauByuol0  abo pedpaxrepHoro  domikypHOIO
5. IoBHa Ha3Ba KiiHiYHOrO BUMPOGYBAHHS, mimpomoro  Ta  purykeumaby B komGiHauii 3
KOJIOBaHHH HOMEP KIIIHIYHOTO BUTIPOOYBaHHS aresonizymaboM Ta monary3symaboM BeIOTHHOM IpH
3aCTOCYBaHHI  NallieHTaM 3  pelMAMBYIOHOI  abo
pedpakTepHOIO Judy3HOO B-BeTMKOKTI THHHOKO
niMpomoro.
3akmo4HMK  3BIT Npo  KiiHiYHe  BMNpOGYBaHHA
Ne 1099800. Bepesenn 2020 poxy.
6. ®aza KJiHiYHOTO BUNPOOYBaHHS Ib/1I
BkiaroyeHns  mepmoro  mamiedra: 9 nmcronana

2016 poky
OctaHHiif Bi3UT OCTAHHBOrO MAIliE€HTA:
2019 poky

7 5KOBTHS

8. Kpainu, ae npoBoaunocs KiiHiuHe
BMITPOOYBaHHS

Himeyyuna (3 uentpn), [oasma (5), CIIIA (3)

9. KinpKicTb J0CTi KYBAaHHX

3arniaHoBaHo: 83-92 nauieHTis.

BkitoueHo: 36 mauieHris.

Koropra nauientis 3 ponikynsproro nimdomoro (PJI):
3arajioM 13 maiientie Oyno BkmouyeHo B koropry ®JI
(xoropta 3aCTOCYBaHHsI ["asiBa-ATe3omnizymat-
[lonarysyma6 1,4 Mr/xr [n= 3], koropra 3acTocyBaHHs
["aziBa-Aresonizyma6-Tlonarysyma6 1,8 mr/kr [n = 10]).

Koropra nanjeHriB 3 audysHoro B-BelMKOKTITHHHOIO
niMpomoro  (JIBBKJI): saranom 23 nanientn Gyino
BKJII0O4YE€HO B KoropTy JIBBKJI.

10. MeTa Ta BTOpMHHI Liji KJIiHIYHOrO
BUNpoOyBaHHA

Iini moao Gesnexu:
e BcranosuTn pexomengosany mis 11 gasu mosy
nonatysymaby BefoTHHY (monatysymaly) npu
3acToCyBaHHi y KoMmOiHauii 3 dikcoBaHO0

103010 06iHyTy3ymaby (I') ta aresonizymaly

Tlepexial pipHAl
Kynpsiseup €.B.
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(aTe3onizymab) Ha niacrasi YacTOTH
BHHUKHEHHS  JO30JIIMITYIOYMX  TOKCHYHHMX
edexrie  (JUIT) min wac wmknis 1 i 2
JOCIIPKYBAHOTO JTIKYBaHHS.

® Ouinuru Oesnexky Ta MEPEeHOCHUMICTb B Ipymi
nikyBaHua I'-Aresonizyma6-Tlonarysyma6 Ta B
rpymi NiKyBaHHs putykcumat (P)-
Atesonizyma6-llonarysyma6  Ha  migcrasi
XapaKTepy, 4YacTOTH, TSKKOCTI Ta dacy
BUHUKHEHHs Hebaxanux ssuuy (HS) ta 3miH B
pesynbrarax KT HIYHHX nabopaTtopHux
JOCHiKEeHb MiJg yac Ta micis 3aCTOCYBaHHA
JOCITI PKYBAHOT'O JIIKYBaHHS.

Ilepeunni wiai moao edexTuBHocTi: OUinuTH
eeKTHBHICT iHAYKLIHHOrO 1iKyBaHHS pelyauBYyIOUO]]
abo pedpaxrepuoi (P/P) bonikymspnoi nimdpomu (PJI) 3a
ponomororo  I'-Artesonisyma6-ITonarysyma6 Ta P/P)
adysHoi B-enuxokmitunHOi nimpomu (JIBBKJI) 3a
nonomoroto P-Atesonisyma6-Ilonatysyma6 Ha migcrasi
noBHoi Bianosini (I1B) Ha KiHeup iHAYKHiT 32 OL{iHKOMO
JOCTIIHMKA HA OCHOBI  PE3yIBTATIB  MO3MUTPOHHO-
emiciiinoi Tomorpadii 3 komn’loTtepHolo Tomorpadiero
(IIET-KT) s3a nonomoroio mnepernsHyTux Kpurepiis
Bignosigi  Jlyramo s snoskicEmx  imMdom
(Moandikosani kputepii Jlyrano 2014 poky).

Bropunni mini mopo edexruBnocti:  Ouinutn
edeKTHBHICTh iHAYKUiHHOrO JjikyBanHs P/P ®JI 34
JIONIOMOTOO ['-Ate3onizymab-ITonarysyma6 Ta
NiATPUMYBAIBHOrO  JIIKyBaHHA 3a A0mMOMOrol I-
ATesonisymab Ta iHaykuiiinoro nikyeanns P/P JIBBKJI
32 gonomorolo  P-Atesonizyma6-llonarysymab i
KOHCONiJalifiHOro  JlikyBaHHA 3a  jomoMoror  P-
Atresonisymab Ha nincrasi 1B (nume KT), 06’ ekTHBHO]]
BianoBiai (OB; [1B aGo yacTkoBa Binosine [UB]) (ITET-
KT) ta OB (nume KT) na kiHenp IHAYKIIT 32 OLIHKOIO
IOCTIiIHMKa, a TakoXk Haiikpamioi ianosizi [1B a6o UB
mijt yac gocuipkenns (mwme KT).

IlomykoBi wuini moao edexrTuBnocti: OuinuTu
JIOBrOCTPOKOBY e(eKTHBHICTL cXemMu ['-ATesonizymat-
[Tonatyzyma6 Ha nincrasi [1B 3a pesynsratamu [IET-KT]
yepe3 12 MicaALIB 3a OLIHKOIO AOC/IHUKA Y NAL{ieHTIB i3
@JI, a Tako3K 3araJbHOT BUKHMBAHOCTI.

i o0 hapmakokineTHKH (PK):
oxapakrepusyBatn @K o06inyrysymaly, purykcumaty,
aresonmisymaly Ta mnonarysymaly —BeiOTMHY Ipu
KOMOIHOBAHOMY 3aCTOCYBaHHI Ha MiACTaBi KOHLEHTpaLii

[Mepexsian BipHAK
KynpsBeub €.B.




B CHPOBATILi KPOBi KOXHOTO JiKapchkoro 3aco6y Ta
Bi/INIOBIAHMX aHAMITIB Y BU3HAYCH] YacOBi TOYKH.

Hixi momo imynorennocti (momykosi): Ouinuth
iMyHHY BiAmOBiZb Ha 0GiHyTy3ymab, pHUTyKCHMaO,
aresonizymad Ta nonaty3syma® BeJOTHH Ha MiACTAaBi
MOWMPEHOCTI MOPiBHAHO 3 BHXIJAHMM piBHEM aHTHTIJ
JOMHK  J10  iMyHOrnoGyninis moanan (HAHA) no
00inyTy3ymMaly, aHTHXMMEPMUHHX AHTHTIN JIOIMHH
(HACA) no putykcumaly, aHTHTEpaneBTHYHUX AHTHTIN
(ATA) no aresonisymaby Ta ATA 10 nojaty3symady
BE/IOTHHY, a TaKOX OLIHHTH KOPENALI0 MiXk CTaTycom
HAHA, HACA un ATA Ta KiHUEBUMH TOYKAMH
eexrBHOCTI, Gesnekn a6o PK.

Iine mono BuBueHHs Giomapkepis (momykoBa):
OLiHUTH NPOrHOCTHYHE 3HAYEHHS Giomapkepie 3a
OL[IHKOIO 3B’A3Ky MOTEHLiHHHX GiomMapkepiB BiZHOCHO
pesyibTatiB o0 Oe3nekn abo e)eKTHBHOCTI.

Llini 3 BUBUeHHs GiomapkepiB He ouiHIOBaNHCE, i AaHi
HE HaBeJICH] B LIbOMY 3BiTi PO KiHiYHE J0C/iIKEHH .

11. Jluzaiin kniniyHOrO BUNpoGyBaHHS

Binkpure GaraToLeHTpoBe HepaHJ0Mi30BaHe
NOCIDKEHHS 3 11 IBUILIEHHAM JI03H.

12. OcHOBHI KpuTEpii BKIITOUEHHS

IManjentn i3 P/P @®JI (koropra TI'-ATesonizyma6-
[Tonarysyma6) a6o i3 P/P JIBBKJI (koropra P-
Atesonizymab-Ilonarysyma6).

13. ocnimkyBanuii nikapcbKkuii 3aci6, cnoci6
3aCTOCYBaHHs, CHIa il

OGinyTy3yma0: BHyTpilHbOBeHHa iHY3ia dikcoBauoi]
mo3u 1000 Mr B ami 1, 8 Ta 15 nepiuoro UMKy Ta B A6HSH
1 KOXKHOTO HACTYMHOTO LMKITY Mifl Yac iHAYKIi Ta B JeHb
1 ko3xkHOrO Apyroro Micsus mij yac miaTPUMYBaNbHOTO
MiKYBaHHs.

ATe3071i3ymMal: BHYTpilIHBOBEHHa iH(y3is hikcoBaHoi|
mo3u 1200 Mr koxkHi 3 TiokHI (B AeHb 1 nuknis 2—6, B 21-
ACHHOMY UMK (IHayKuis)) abo 1680 Mr koxHi 4 TxkHI
(840mMr B gmi 1 i 2 KOXHOro  Micaus
(nigTpuMyBasbHa/KoHCON AauiiiHa Tepanis).

Ilonarysyma6 Bepotun: BHyTpiHbOBeHHa iH]y3is B
AeHb 1 nukiie 1-6 nig yac ingykuitinoi repanii, [Tpu P/P)
@JI nia yac (asu nigBUIEHHS /1031 /03 NO1aTy3yMaby
TpyHTyBanacsi Ha mnpusHaueHii nosi (1,4 mr/kr abo
1,8 mr/kr). Ilin wac ¢asu posmupeHHs jo3a
nojaTysymaly IpyHTyBanacsi Ha pekoMeHaoBaHiil mis 11|
(azu 103i, BeraHoBNeHiH nij yac dasy nigBUIEHHS 103K
(18 mr/kr). Tlpu P/P JIBBKJI nosa monaryzymaby
craHoBHMJIa 1,8 MI/Kr mij yac BBiZHOTO nepiomy OLiHKH
Oesnexu Ta ha3u posiMpeHHs.

Purykcuma6 100 mr, 500 Mr:  BHYTpilIHBEOBEHHA
inpy3is nosu 375 mr/m? B neHb 1 umknis 1-6 mia yac

[Iepexial BipHUH
Kyppnaseib €.B.
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IHJlyKUifHOTO JIiKyBaHHS Ta B €Hb | KOXKHOTO JIpyroro
MiCALS il Yac KOHCOiauiiHoro JKyBaHHS.

14. TIpenapat nopiBHsiHHS, 11034, cnoci6
3aCTOCYBaHHA, CHUJIa il

He 3acTocoBHe.

15. CynyTHs Tepanis

CynyTtHs Tepamis Bkmouana Oyjb-AKMi NiKapChKuii
3aci6  (HanpuKiaj, peLenTypHi JKapchKi  3acobw,
Gespeuentypui  mikapcbki  3aco6u, pocamHHI  a6o
romMeonaTuyHi 3acobu Ta AieTMuHi g06aBku), sKMii
OTPUMYBAB TNALIEHT Big 7 AHIB [0 CKPMHIHIOBOTO
OOCTeXXeHHS Ta [0 KIHUS  BI3HTIB HanpHKiHL{
IHAYKLI HHOTO NiKyBaHHs abo HalpUKiHLI
MiCAAIHAYKIIHHOTO JIIKyBaHHs, 3a1€KHO BiJ TOTO, IO
BifOynocss nisniwe. Indopmauis mpo Bce cymyTHe
MiKYBaHHs MOBIIOMIIANACS NOCTIAHMKY Ta 3aMMCyBaiach
Y BIANOBiJHY €NEKTPOHHY iHJMBIfyanbHy peecTpaliiiny
kapty (eCRF).

Ho3Bosena Tepamist

[TanieHnTw, AKi 3aCTOCOBYBaJIH nepopaibHi
KOHTPALCNITUBH, TOPMOHAJLHY 3aMiCHY Tepanio abo
IHIIY MiATPUMYBaIbHY TEpAilo, NPOAOBKUIH X NPHIHOM.

Y naujienris, AKi 3aCTOCOBYIOTB CYIyTHE JTiKYBaHHS, 10
MO3K€ TOTIPIINTH ABULIA, 0B’ A3aHi 3 TPOMBOLUTONEHIEI0
(30Kpema, aHTUTPOMOOILIUTApHI npenapaTu Taj
AHTUKOArYJISIHTH), MOXE CIOCTepIiraTHCA I1iIBUILEHHI
pu3uK KpoBoTedi. Komu MOXKIHBO, HEOOXiAHO 3aMiHUTH
MONEPENHIO  Tepamilo  aHTaroHicrom  Bitaminy K
HU3bKOMOJIEKYIApHUM renapuHoM (LMWH) no aus 1
UMKy 1.

3acTOCYBaHHs ~ reMOTOeTHYHHMX  (aKTopis  pocTy
JI03BOJISNIOCH Y pa3i HAasBHOCTI KJIIHIYHMX [OKA3aHb Ta
3rIHO 3 IHCTPYKUISMH I MEAMYHOTO 3aCTOCYBaHHS.
['panynouurapuuii konoHiectumymoiouuit pakrop (I'-
KC®) mir 3acTocoByBaTHCh Y KOKHOMY LMK Tepariii sk
nepBUHHA NpodirakTHKa HeWTpomneHii, BiANoBigHO 0
KEPIBHULTB AMEPHUKAHCBKOTO TOBApHCTBA  KJiHIYHO]
oHKoJiorii, €Bponecbkol opraHizauii aocnimkeHHs i
nikyBanns paky (EORTC) ta €sponeiichkoro ToBapucTBa|
MEIMYHOI OHKoJorii abo BiAMOBifHO H0 craHaapris
KOXCHOT'O JIOC/T JHULIEKOTO LEHTPY.

[Ipodinakruyne nikyBauHs aHTHOIOTHKAMM  CJlin
3aCTOCOBYBATH Bi/IMOBIZHO 0 CTAH/APTHOI MPAKTUKH.

Ilauientis, saki oTpumyBann mnoryxHi iHriGitopu
CYP3A4 abo iuribitopu P-rnikomporeiny (P-gp) y
KOMOiHalii 3 nojary3yMaboM BeJJOTHHOM, peTeNbHO
CIIOCTEPIrany Ha NpeAMeT NOBIYHMX peakiljii.

Tlepexraz BipHHAA




HeoOxigni pomomixui 3axomu mis  3abesnevyeHHs
ONTUMAJILHOT MEJIMYHOT I0TIOMOTH HA/IaBaIKCs TIPOTATOM
YChOrO  JOCHIJKeHHS  BiAmoBigHo a0 CTaHIapTiB
MEeIUYHOrO 3aKIay.

3aGoponena Tepanis

Haseziene Hinkue nikyBaHHs (32 BUHATKOM J1iKyBaHH,
3a3HaYEHOr0 B MPOTOKOJi) 3abopoHeHe mix  yac
JOCIT IKEHHS:

® Dbynp-ika npoTHMNyXJMHHA Teparisf, cxBaleHa
abo jocnikyeana, OKpiM  iHTpaTeKaabHOI
npodinaktuku ypaxens [[HC.

e [opMoHanbHa Tepamisi, OKpiM KOHTpALENTHBIB,
MOCTIHHOT rOpMOHANBHOT 3amicHoi Tepanii aGo
MErecTpoJly aLerary.

® bionoriuni npemapatH, OKpiM reMOMOETHYHHX
(haxropiB pocty (sik onucano y posaini 4.3.2.7).

® IMyHOCTUMYIOIOYi 3aCO0H, BKIIOUAIOYH, O/THAK
He obmexyrouncsk IOH-o, IOH-y abo 1J1-2.

e BakuuHu, K 3a3HaAYEHO HUKYE.

3actocyBanHs Oy/ab-KOi HBOT, ocnabneHol BaKiMHH
(3oxpema, FluMist®) 3aGoponeHo mij wac NiKyBaHHS
are3osizymaboM i mpoTarom S5 micAuiB micns Biaminu
are3oJisymaly. [HaKTHBOBaHi NPOTHUrPUNO3HI BaKUMHM
J103BOJIEH JIMIIE T1iJl Yac Ce30HY TpUITY.

BakuuHnauis KuBUMH BakuMHAME HE PEKOMEHIYETHCS
1ij| yac JiKyBaHHsA 0GiHYTY3ymMaGoM Ta [0 BifHOBJIEHHS
B-K/TiTHH.

16. Kpurepii ouinku edekTuBHOCTI

EdextupnicTe: [lepBHHHOIO  KiHIIEBOIO  TOYKO
edektuBHOCTI Oyna uyacTka mNalieHTis, y sAKHX Oyia
nocaruyra I1B 3a pesynsraramu [IET-KT Ha Kineun
IHAYKLIT 32 OLIHKOKW [OCTIAHMKA 33 JIOMOMOTOI0
MoaupikoBanux  kpurepiie  Jlyramo 2014 poky.
BTOpUHHUMH KiHLEBMMH TO4YKaMu e(eKTHBHOCTI Gyiu
YacTKa nauieHTiB, y sxux Gyna mocsaruyra I1B Ha KiHeup
IHAYKUiT 32 ouinkowo pocniguuka (nume KT), OB (TIB
abo YB) Ha KiHeup iHayKuii 3a OLIHKOI ROCHiAHMKA)
(IIET-KT) ta OB Ha kiHeup iHAYKLIT 3a OLIHKOMO
nocaignuka (aume KT).

Biomapkepu: 3B’A30K Mix NOTEHLiHHUMHK
biomMapkepaMu Ta MOKa3sHWKaMM e(eKTHBHOCTI a6o
Gesrnekr He HABOJMTHCS B JaHOMY 3BiTi Mpo KIHIuHE
TOCTTi I3KEeHHS,

®apmakokinernka: Jlani mogo  KoHueHTpauill
00iHyTy3ymaby, puTykcumaby, aresonizymaly Ta|
nosaty3ymaly BeJIOTHHY B CHPOBATL KPOBi y3aranbHeHi

Mic/Is BiJINOBIIHOTO TPYITyBaHHS.

ﬂepe}(ﬂaﬂ B]pﬁldﬁ
KynpsBenb €.B.




17. Kpurepii ouinku 6e3nexu

besnexa: Besneky ananizysanu mnsxom 3sezenns HSl,
3MiH BiZl BHXiIHOro piBHA pe3y.abTaTiB JaGOPATOPHHX
TECTIiB i 1a00PAaTOPHUX NAHHX i3 3HAYECHHAMM 33 MEKAMU
fliana3oHy HOPMH.

ImyHorennicTs: byna mnincymoBana kinbkicTh Ta
YaCTKM TMali€HTiB 3 MO3MTHBHMM cTaTycoM HAHA,
HACA aGo ATA Ta nauieHTiB 3 HeraTMBHUM CTaTycoMm
HAHA, HACA abo ATA Ha BuxigHomy piBui Ta
NPOTATOM MEPIOAIB JIiKyBaHHS Ta CIIOCTEPEeIKEHHs.
38’s30k mik crarycom HAHA, HACA uun ATA Ta
KIHUEBUMH TOYKaMM Oe3rneku, edextuBHOCTI Ta ®K He
Mo)ke OyTv BMBUEHHMI uYepe3 HEBEJMKY KilbKiCTh
NALIEHTIB, Y AKUX BUABIEHO aHTUTINA.

18. CratucTruHi MeTOIH

IleppunHuii Ta BTOpMHHMI aHani3 edeKTHBHOCTI
BK/IIOYA€ JaHi  yciX maiieHTiB, sgki  oTpumanm
llOHaliMeHle 1 03y  KOXHOTO  KOMIOHEHTY
KOMOiIHOBaHOrO JliKyBaHHS (TMOMYJALiA, IO Miaisrae
ouiHi edexruBHocTi). Mani nauientie i3 ®JI, ski
OTpHUMYBAJIH Monaty3ymad y pekoMeHioBaHii s 11 pasu
1031 izl yac a3y migBUILEHHs 103K, 6y 06’ e aHaHi s
aHanizy 3 JaHMMM naiieHtie i3 ®@JI, ski oTpuMyBanu
JiKyBaHHS MPOTAroM (asu posumupenHs. Jlani nauienTis
i3 IBBKJI 3 BBizHoi ¢asu ouinku Gesmeku OGynu
00’eHaHi /ISl aHani3y 3 JaHuMK mauieHTis i3 JIBBKJI,
SIKi OTPUMYBaJIH JTIKYBaHHS IPOTATOM (BasH po3IIMPEHHSI.
Yepes paHHe NpUNMHEHHs 3aCTOCYBaHHA aTe30nizymaly
yciMa mnauientamu 1 Gepesus 2018 poky 3araneHa
MOy SIS BKIIOYaa Mali€HTiB, AKi He OTpUMYBaIH a6o
OTPUMYBAJIM YacCTKOBE JIiKyBaHHs are3osizymabom. 3
METO0 OUIHKK e)eKTUBHOCTI iHyKUiHHOrO TikyBaHHs 3|
MOTPiHOI0 KOMOGIHOBaHOK CcXeMOK (MEpBHHHA MeTa)
npu  aHanisi  edexTuBHOCTI  6yN0  3acTOCOBaHE
LeH3ypyBaHHA AaHuX Ha 1 Oepesns 2018 poky. Hasezneno
TOYKOBI OLIHKH Pa3oM i3 BiANoBigHUMHK JIBOCTOPOHHIMH
90 % J11 3a meTomom Kinonnepa — [Tipcona.

AHani3 Oesneku BKJIOYae naHi yciX mnaiieHTiB, ski
OTPUMANK  WIOHAHMEHIE OXHY 103y Oyab-AKOro
[OCITIIKYBAHOTO JIiKyBaHHs (TMOMyJALiA, WO miaisrania)
ouinui Gesneku), i NpoBeAeHHIT 3a IPYNO JiKyBaHHS.
OcHOBHHMiT aHami3 6e3neku BKIIOYAaE HaHi [0 JaTH
3aBeplIeHHs 300py KJIiHIYHMX JaHHX. AHAI3 YyTAMBOCTI
IPYHTYETBCA HA LICH3ypoBaHOMY Habopi JaHuX 3 6e3neku
i BKmouae naHi nauieHTiB crasoM Ha 1 Gepesus
2018 poky mmoc 90-meHHHMIT TIepios NOBiAOMIEHE 111010
Oesnexkn. Yci HS, axi BuHMKamu mig uac abo micis
BBEJCHHS TepIIoi 103M JOCHi/KyBaHOTO JIiKyBaHHS,

Oynu  ysaranbHeHi 3a  BifgoOpaxkeHMM  TepMiHOM,

Tlepexnan BipHAH
Kynpasellb €.B.




BIAMOBIIHMM piBHEM CIIOBHMKA CHHOHIMIB i 3arafbHUMH
TCPMIHOJIOTIYHUMH ~ KPUTEPIAMH  HeOaXaHUX  SBMII
Hauionanshoro incruryry paky CILA (NCI CTCAE)
Bepeil  4.0. Vi cepiiosni HSI (CHSI), HS, ski
NpeacTaBsoTh 0co0nBumii intepec (HSAOI), i oxpemi HS
Oynu y3aranbHeni Ta 3a3Haueni. Bynu 3a3snaueni neransui
BHNA/IKM, 3aPEECTPOBAHI IMiJ Yac nepioy TiKyBaHHs 1 mig|
Yac mepiody MOJANBIIONO  CHOCTEPeKEHHS  Mic/s
niKyBaHHs. PeneBanTHi  pesympraru nabopaTopHHUX|
mocnifokens Gynu BinoGpaskeHi 3a uyacom, IpH LOMY
MOKasHUKK 3 1 4 CTyneHs TsHKKOCTI OyiM 3asHaueHi sk
BianoBinHi. Pesymsratu mono ®K Ta iMYHOT€HHOCTI
Oynu y3aranbHeHi 3a IOMOMOTOIO ONMUCOBOT CTATHCTHKH.

19. Jlemorpadiuni nokasuuku nocnimiyearoi
nonyJisiuii (crarh, Bik, paca, Tomo)

Y Koropti 3acTocyBaHHs nonatysymaby 1,4 mr/kr
Cepe/IHi BiK NalieHTiB craHOBMB 54 pokH (ianaszon: 38—
65 pokiB). Yci nauientu wiei koropru 6yau yonopikamu
€BpONeoiHoi pacu. Meniana iHgexcy macu Tina (IMT)
CTaHoBHma 24,56 kr/m* (nianason: 21,5-33,3 kr/m2).

Y Koropti 3acTtocyBaHHs nonarysymaly 1,8 mr/kr
cepenHill Bik maiienTiB cTaHOBUB 58,5 POKIB (zianazoH:
31-71 pokis). Illicts naujenris (6/10) Gynu yonosikamu
i GinbiicTs (9/10 nauienTie) Hanexanu JI0 €BPONEOINHOI]|
pacu. Paca oxHoro mauienTa 3 uiei koropti Hesizoma.
Meniana IMT cranosuna 30,69 kr/m? (mianason: 24,5
39,3 kr/m?).

20. Pesynerat edpeKTHBHOCTI

HocaimkyBani monyasimii

Jins ananisy Gesneku ta edekTuBHOCTI Gy BU3HAYEHI
TaKi MOMYJISLT:

e OcHOBHa MOMyJsLis BKIOUAa NAaljieHTIiB, fAKi
OTpUMAalll  1OHalWMeHIne 1 103y KOKHOTO
KOMIIOHEHTY KOMOiHOBAaHOTO JIiKyBaHHS.

® [lonynsauis BCix paHIOMi30BaHMX mnalLieHTIB
BIAMOBIIHO [0 NPW3HAYCHOTO  JiKyBaHHs
BKJIIOYaNa yCiX NAali€HTiB, BKIOUYEHUX B
JIOCJIi IPKEeHHS,

Hani nauientis i3 @JI, sxi orpumysaim nojiatyzymad
BENIOTHH B pexoMeH1oBaHiki 11 11 dasu no3i nia uac pasu
MIABUILIEHHS 103H, 6Y1M 06°cHaHi 3 naHUMH TNalieHTIB,
AKi OTPUMYBAIH nosiatrysymat BEJIOTHH B
pekoMenpoBanii ams I dasu mosi mig wac dazu
PO3IIUPEHHS.

PesyabTaTh oninku edexruBHoCTI

IlepeunHa KiHuesa Touka, I1B Ha Kineup iHAYKUiT 33
OLIHKOIO J0CTiIHNKa Ha OcHOBI pe3yibratis [TET-KT 3a
JONIOMOroK  MoaudikoBanux  kpurepiis  JlyraHo
2014 poky, 6yna pmocarayra y 1 3 3 nauientie i 1 3

7 mauieHTiB y koroprax ®JI (mpu 3a8CTOCYBaHHi

[epexian BipHuit
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nonatysymaby 1,4 mr/kr i 1,8 Mr/kr Bigmosizno) i y 2 3
16 nauientie y  woropri  JIBBKJI.  Pesyabraru
eexTMBHOCTI HaBe/ieHi B Tabmuuax 1 i 2 HiKue.

Tabmuus 1. Ornsin  OCHOBHHX — pe3y/ibTATIB  OLIHKH
edextuBHOCTI (Jwie koropra ®JI)

Binnoeiae, | Momudikosani kpurepii Jlyrano 2014 poky
n (ITET-KT) 3a ouinkoro nocnigauka
["asiBa—Aresonizymab—["asiBa—Areszonizymad—
[Tonaryzymab [Tonatyzymatb
1,4 Mr/xkr 1,8 Mr/kr
N=3 N=7

06’ exTHBHA

BIJINOBiAE 1 4

(I1B, UB) 1 1

[1B 0 3

4B

C3 1 1

[13 1 1

NE 0 1

I[IB = nosna sianosiae; KT = komn’iotepHa Tomorpadis;
NE=He niansarae ouinui/ue Bukonano; 113 = nporpecypaHHs
saxpopiosanus; [IET = nosurponno-emiciitna romorpadis; UB
= yacTkoBa BiANoBi/b; C3 = crabinizauis 3aXBoploBaHHS.

Tabauusa 2. Ornsa  OCHOBHMX — pe3ynbTaTiB  OLHKH
eexTuBHOCTI (1HLe koropra JIBBKJI)
Binnogins, Moaundikopani kpurepii
n Jlyrano 2014 poxy (ITET-KT)
33 OLHKOI JOCHiAHNKA
Putykcumab—Arezonizymab—
[Monary3ymab 1,8 Mr/kr

N=16

O6’extuBHa Bimnosias (T1B, 4
YB) 2
B 2
9B

IC3 1
113 S
NE 6

I1B = noewna signoeine; KT = komn’totepHa Tomorpadis; NE=ne,
nmiansrae ouiHLi/He BHKOHaHO; [13 = nporpecyBanHs 3aXBOPIOBAHHS;
[IET = nosutponHo-emiciiina tomorpadis; UB = wyacTkoBa)
Binnorine; C3 = crabinizauis saxpoprosanHs.

PesyabTaTh oninku dapmMakokiHeTHKH

B ycix nauientis koroptu ®JI (n=13) i y 21 3
23 naujentie  koropru JIBBKJI Gy  BimiGpanuii
IOHAHMEHINEe OJMH 3pa30K CHPOBATKHM KpOBi s

[Tepexnay BipHHA
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BHU3HAYEHHS KOHLEHTpallii 00inyTy3yMaby,
aresoniisymaly Ta nosatysymaly BeAOTHHY, i AaHi Gy
BKJIKOUeHi B aHaiz OK.

Yepes He3nauHy KiNbKiCTh 3pa3kiB cHpOBaTKH KPOBI 1151
ouinkd @K, B3ATHX B KOXHiil rpyni nikyBaHus, nami
IO/I0 KOHLEHTpALli B CHPOBaTLi KpoBi 6y 3a3HaueHi i
y3arallbHeHi IMIIe 3a rpynamu JiKyBaHHS., | padiku
KOHLEHTpALil B CMPOBATILi KPOBI 3@ rpyMNoIo JiKyBaHHS He
Oynysanuck i ©K napamerpy He po3paxoBYBaIHCE.

21. Pesynbratu 6e3nexu

ITin wac nocnimkenns y 1Box maujentis 3 koropru P/P
@JI  (I'-Aresonisyma6-Tlonarysyma6) — cnocrepirages
CHTHal 100  Oes3neK, BKIKYAOYM  CYMyTHE
BUHUKHEHHA TAXKKONO Ta BaXKKOTO [/ JIiKyBaHHS
JICPMATHUTY, OPaJbHOrO MYKO3MTY Ta SIBUII 3 6OKY OpraHis
30py, pedpakTepHUX 10 CTAHJApTHOTrO JiKYBaHHS
KOpTHKOCTepoiaaMu. ¥V pesynbrati 1 Gepesus 2018 poky
Hallp nauieHTiB OyB Ha3aBKAM NPUNHHEHHWI i Oyno
NPUIIMHEHE  3aCTOCYBaHHA  aTe3omizymaby  ycim
naijieHTam, sKi MPOIOBKYBAIH OTPUMYBATH
NOCITi DKy BaHe NiKyBaHHS. Yepes nepeayacHe
3aBEPIICHHS JAHOTO JOCIIKEHHS LeH 3aKIFOUYHUIA 3BIT
Mpo KIHIYHE A0CHi/KEHHs HABOAUTHCA B CKOPOYEHOMY
opmari. Lleii sakmounMii  3BiT npo  KiiHiuHe
AOCII/DKEHHS Halae CYKyIHI pe3y/abTaTH, OTpHMaHi B
koroprax @JI i JIBBKJI na maty saeepuenns 36opy
KAiHIUHEX JaHux 7 skoBTHA 2019 poky.

PesyabTaTn oninku 6e3nexu

Koropra ®JI. B ycix nauientie 3 ®JI BunHkIO
moHaiiMene oaHe HS nporsrom pocnimkxenns. YV
KOTOpTi 3acTocyBaHHs nonatysymaby 1,4 mr/kr CHS ue
3apeecTpoBaHi. Y 1BoX nauieHtiB (2/3) punukmu HS
3 crynens. He noBigomnsnocs npo neranbHi BUNAAKH i
H5, mo npuseenn 1o Nepe4acHoro MpUMUHEHHS
JIOCIIZKYBAHOTO JliKyBaHHsA. Y KOrOpTi 3acTocyBaHHs
nonarysymaby 1,8 mr/kr y 4 3 10 nauientis Mano micue
moHaimMenme oaHe CHS, i y 4 3 10 mnauientis
crocrepiranocs IoHaiivenme oane HS 3-4 crynens
ToKKOCTI. YV ABOX mauieHTiB (2/10) y wili koropri
BuHMKIM HA1 3 netanbnum Hacniikom (5 crynens). V nux
JIBOX MalieHTiB cnocrepiramucs HSI, sxi mpussenn mo
NePEeAYacCHOr0 NPUIMHEHHA AOCIIIKYBAHOTO JiKYBaHHS,
BKJIIOYAIOYM  THKKHHA Ta BaXKME 10s  JiKyBaHHs
JIEPMATHUT, OpaNbHUI MYKO3HUT Ta sBHILA 3 GOKY OpraHis
30py, pedpakTepHi 10 CTaHZAPTHOTO  JNiKyBaHH:
IMyHOCYTIDECUBHHMH  JIIKAPCBKUMM  3acobamu. Y
pesynbTaTi UMX cHrHamiB wogo Gesneku HaGip B

jocrikeHHs  OyB  NpMNMHEHMH i 3acTOCyBaHHs
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arezonizymaly Oylo mpunHMHEHe yciM maLlieHTam, sKi
OTPUMYBAIIH JOCIiKyBaHe JTiKyBaHHS.

Koropra JIBBKJI. 3aranom 17 3 21 nauienta Manu
imoHakimene ojgHe HS nporsirom pocnimkenns. V apox
nauienTis (2/21) Bunuknu CHS, Bkmovaroun 6inp y
PKHBOTI, CENCHC, BUPaXXEHY COHJIMBICTH Ta MIIEBPalbHHIA
suniT. CHS nneBpaibHuii BUNIT NpuU3Besio /10 JeTanbHOro
HacIi Ky (5 CTymiHB) y OJHOro mauienTa. 3aranom y 4 3
21 nauieHTa BUHHKIIO 1oHalMeHme oaHe HS 3 CTYTEHS
TsokkocTi. HSl 3-5 crynenss TsbkkocTi, moB’szani 3
NOCTIiIKYBaHUMHM NpenapaTtamu, GyJiu 3apeecTpoBaHi 1
aTe3o0Ji3ymaly (1/21 nauieHriB), nonarysymady
BEJOTUHY (3/21 nauieHrie) i pUTYyKCcHMaly
(2/21 nauientis). Yomwe HS wue npuseeno Jo
nepeqyacHoi BiAMIHM  JliKyBaHHA B Uil  KOropri.
PesynbTaTn 11010 6e3Meky Ha OCHOBI aHali3y 4y TIMBOCTI
LIEH3yPOBaHOr0 Habopy JaHUX 3aranom Oyiu noaioHUMH
/10 TaKMX OCHOBHOrO aHanizy jganux koropru @JI i3
HE3HAUYHUMM BiIMIHHOCTAMH B 3arajbHili KiJbKOCTI
3apeectpoBaHux  HA, wacrori  nop’szamux i3
o0inyTtysymabom HS, i HS, nor’szanux i3
nojarysymabom BejgotMHoM. Y  koropri JIBBKIJI
pe3yJbTaTH o0 Oe3MeKn Ha OCHOBI aHaJli3y Yy TIHBOCTI
LieH3ypoBaHOro Habopy AaHuX 3aranom Oyau noaiGHuMu
110 TAKUX OCHOBHOTO aHalli3y.

Pe3yibTaTH OIiHKH iIMyHOT€HHOCTI

Koropra ®JI: yci 3pasku, B3sTi Ha BUXiqHOMY piBHi Ta
TiC/I BUXiZHOTO piBH, B KOoropTi ®JI 6y/iM HeraTUBHUMH
mwono0 HAHA 1o o6inyty3ymaly, ATA no aresonisymaly
i ATA no nonary3symalby BeOTHHY.

Koropra JIBBKJI: nosutuBHMI cTaryc aHTHTiN [0
NOCTIKYBAHUX JTIKAPCHKUX 3acobiB criocTepiraBes y
2 naujentiB 'y koropri JIBBKJI: y oasoro namuienra
BusiBsieHo HACA sio putykcumaby Ha BUXiIHOMY piBHi Ta
npoTarom iHaykuiiiHoi dhasu (aeus 1 unkiy 2) i y oaHoro
nauieHta BuaBaeHo ATA 1o aresonisymaby npoTsarom
iHayKuiiinoi dasu (neus | uukiy 2 i gens 1 uuky 3).

22. BUCHOBOK (3aKJIHOUEHHS)

Hocnimpienns BO29561 — Binkpure GarartoueHTpoBe
HepaHaoMi3oBaHe  jocmimkenns  Ib/Il  dasum i3
MiJBULIEHHSAM J03H 3 METOK OLIHKM Oe3neKu,
eexruBHOCTI, @K Ta iMyHOreHHOCTI NMPH 3aCTOCYBAHHI
cxemu ['-Aresonizyma6-Ilonatysyma6 nauienram iz P/P
®JI ta cxemu P-Atesonizymat6-Ilonarysyma6 naiientam
i3 P/P IBBKJI. V upomy 3BiTi HaBegeHO pe3y/bTaTH
NICPBUHHOIO 3aKJIFOYHOI0 aHali3y JaHOro JOCi IKEHHS i3
3aKJIFOYHOIO 1aTO MPHUITMHEHHS 300py KIiHIYHUX JaHUX

7 #oBrTHs 2019 poky.
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[lepBuHHa KiHLeBa Touka epexTurHOCTI, [1B Ha KiHenp
iHJYKLT 32 OLiHKOIO JIOCITiHHKA HAa OCHOBI pe3yJbTaTiB
[IET-KT, 6yna nocsaruyra y 1 3 3 nauientis i 1 3
7 mauieHTiB y koroprax ®JI (mpu 3actocyBaHHi
nonatysymaby B pekomeHaoBaHil mns II dasu nosi:
1,4 mr/kr i 1,8 mr/kr) BinnosigHo i y 2 3 16 nanienrip y
koropti IBBKJI. 3aranom y 3 3 7 nauienris y koropri ®JI
iy 23 16 nmauientis y xoropri JIBBKJI cnocrepiranacs
B Ha ocnoBi pe3ynbraris ak [TET-KT, Tak i KT.

Hoguii npodine Gesnekn 3acrocysanns xom6Ginarii I'-
ATesonizyma6-ITonarysyma6 (kxoropra ®JI) acoritosascs
I3 BHHMKHEHHSIM TSKKOTO JePMaTHTy, MYyKO3HTY Ta|
CHMIITOMIB 3 GOKY OpraHy 30py, L0 MOXe CBi4UTH Mpo
CUHIPOM 10 THITY CHHApOoMY CTiBeHca — J[KOHCOHA, KM
6yB pedpakTepHIM 10 JTiKyBaHHs KOPTHKOCTEPOiNaMH Ta
iHIIMMM IMYHOCYTIPECHBHMMH TiKapCchbKUMK 3acobamu, Y
JIBOX NALI€HTIB B Wil KOropti Wi sBHMINA 3peTOrO
NPU3BENH 10 iHQEKUiHHUX yCKIaJHeHb i3 JeTalbHUM
HacmizkoM. Yepes curnan wmogo Gesneku CroHCOp
3YNUHHB HaOip Nali€eHTIB i NPHUIUHMB JTiKyBaHHS
are30i1i3yMaboM yciX mMalieHTiB, sKi e OoTpUMyBamH
JOCITi PKyBaHe TiKyBaHHS,

SBumia, nopibHi N0 THX, MmO cnocTepiramucs B
nonynsauii nauiedtis i3 ®JI, He BUHMKAIH B KOropTi
JAIBBKIJI.

Hani mono Gesneku Ta oOMexeHi i HenmepeKOHIMBI
pe3yJbTaTd  WOJA0  e(EKTHBHOCTI  MpU3BEIM [0
HECTIPHATIMBOTO NMPOdiI0 KOPHCTh-PU3HK 3aCTOCY BAHHS
cxemu I'-Aresonizyma6-Ilonarysymad nauienram i3 P/P)
®JI ta P-ATtesonizymat-Ilonarysyma6 narjenram iz P/P
JABBKJI.  Pytunnuii  QapmakoHarisa — [03BOJHTE

1POJIOBJKUTH OLLIHKY 1IHX SABHLIL.

Biiacuuk peectpaitiiiHoro nocsiueHHs (3asBHUK)

bazesns, 5 xoBTHsA 2021 poky

ITigmuc

O .Xoddmann-Jis Pour JiTa

Binnin 3 MbKHApOIHKX PerynATOPHHX NUTAHb
basens, LlBeiinapis

Jleiina Jlictep

ITijmuc

©.Xodpdmann-JIa Pow Jitg

Bianin 3 MiskHapOIHHX perynsaTOPHUX NHTAHb
bazens, [lreiiuapis

Karanina Poxac

Tepexan BipHmi
KyapsBenb €.B.




Clinical Trial Report

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

POLIVY®

2. Applicant

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

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

I e C no If not, substantiate

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

New active substance (AS)

5. Full name of the Clinical Trial, clinical trial
code

Study GO27834. A Randomized, Open-Label,
Multicenter, Phase II Trial Evaluating the Safety and
Activity of Pinatuzumab Vedotin (DCDT2980S) in
Combination with Rituximab or Polatuzumab Vedotin
(DCDS4501A) in Combination with Rituximab and a
Non-Randomized Phase IB/II Evaluation of
Polatuzumab  Vedotin in Combination  with
Obinutuzumab in Patients with Relapsed or Refractory
B-Cell Non-Hodgkin’s Lymphoma.

Final Clinical Study Report No. 1095241. September
2019.

6. Clinical trial phase

IB/I1

7. Period of the clinical trial

from 27 September 2012 till 7 February 2019 (last
patient last visit)

8. Countries where the clinical trial was
conducted

United States (23 sites), France (5 sites), Canada (3
sites), Germany (3 sites), Italy (3 sites), and The
Netherlands (1 site)

9. Number of study participants

Planned for rituximab-containing cohorts: 140-160
patients
Planned for obinutuzumab-containing cohorts: 86
patients
Actual: number enrolled in rituximab-containing
cohorts: 142 (81 patients with DLBCL and 61 patients
with FL);




number enrolled in obinutuzumab-containing cohorts:
91 (46 patients with DLBCL and 45 patients with FL)

10. Goal and secondary objectives of the clinical
trial

Primary Objectives:

- To assess the safety and tolerability of the combination
of pinatuzumab vedotin and rituximab administered to
patients with relapsed or refractory follicular Non-
Hodgkin’s Lymphoma (NHL) and diffuse large B-cell
lymphoma (DLBCL)

- To assess the safety and tolerability of the combination
of polatuzumab vedotin and rituximab administered to
patients with relapsed or refractory follicular NHL and
DLBCL

- To assess the safety and tolerability of the
combination of polatuzumab vedotin and obinutuzumab
when administered to patients with relapsed or
refractory follicular NHL or DLBCL

- To assess the anti-tumor activity of the combination
of pinatuzumab vedotin and rituximab in patients with
relapsed or refractory follicular NHL and DLBCL

- To assess the anti-tumor activity of the combination
of polatuzumab vedotin and rituximab in patients with
relapsed or refractory follicular NHL and DLBCL

- To assess the anti-tumor activity of the combination
of polatuzumab vedotin and obinutuzumab in patients
with relapsed or refractory follicular NHL and DLBCL
based on PET-CR at the end of treatment according to
Independent Review Committee (IRC) per Lugano 2014
response criteria.

Secondary Objectives:

Safety Objectives

- To assess the incidences of anti-drug antibodies
(ADA)

to pinatuzumab vedotin, polatuzumab vedotin, and
obinutuzumab.

- To compare the safety and tolerability of the
combination of pinatuzumab vedotin and rituximab and
polatuzumab vedotin and rituximab or obinutuzumab

Activity Objectives:
Rituximab-containing arms of the study:

- To compare the anti-tumor activity of the combination
of pinatuzumab vedotin and rituximab and polatuzumab
vedotin and rituximab
Obinutuzumab-containing arms of the study:

- CR at end of treatment based on PET alone, as
determined by the investigator




- Objective response (OR; CR or PR) at end of
treatment based on PET alone as determined by
investigator and IRC

- CR at end of treatment based on CT only as
determined by the investigator and IRC

- OR at end of treatment based on CT only as
determined by the investigator and IRC

- Best objective response (BOR, CR or PR) while on
study based on PET alone or CT only, as determined by
the investigator

Pharmacokinetic Objectives:

- To characterize the pharmacokinetics of pinatuzumab
vedotin and rituximab in patients with relapsed or
refractory NHL when the two drugs are given in
combination

- To characterize the pharmacokinetics of polatuzumab
vedotin and rituximab or obinutuzumab in patients with
relapsed or refractory NHL when the two drugs are
given in combination.

This Final CSR presents updated clinical and safety
results for the obinutuzumab-containing regimens as
study treatment for Cohort E (which served as a safety
run-in for the combination of G+pola in R/R FL and R/R
DLBCL patients), Cohort G, and Cohort H (R/R FL and
R/R DLBCL cohorts, respectively) performed with a
cutoff date of 7 February 2019. Initial clinical and safety
results for Cohorts E, G and H have previously been
reported in the Primary CSR (1081008). Updated
exploratory analysis is presented for Arms A and B, and
Cohort C. Clinical and safety results for Arms A and B
and Cohort C have previously been reported in the
Interim CSR (1073334).

11. Design of the clinical trial

Phase II, multicenter, open-label study of pinatuzumab
vedotin in combination with rituximab or polatuzumab
vedotin in combination with rituximab, and a non-
randomized Phase Ib/II evaluation of polatuzumab
vedotin in combination with obinutuzumab in patients
with relapsed or refractory B-cell NHL

12. Main inclusion criteria

Adult patients (age > 18 years) with relapsed or
refractory follicular lymphoma (FL) or DLBCL

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

Pinatuzumab vedotin, polatuzumab vedotin, rituximab,
obinutuzumab.

Polatuzumab vedotin (pola) was provided as a liquid
formulation. The Drug Product was formulated as




10 mg/mL pola in 20 mM L-histidine acetate, 240 mM
sucrose, 0.02% (w/v) polysorbate 20, pH 5.5.
Pinatuzumab vedotin: 2.4 mg/kg by IV infusion in
every 21-day cycle for up to 1 year (17 cycles on an
every-21day schedule)

Polatuzumab vedotin (DCDS4501A): 2.4 mg/kg (Arm
B) or 1.8 mg/kg (Cohort C) by IV infusion in every 21-
day cycle for up to 1 year (17 cycles on an every-21-day
schedule)

Rituximab: 375 mg/m2 by IV infusion in every 21-day
cycle for up to 1 year (17 cycles on an every-21-day
schedule)

Obinutuzumab: 1000 mg by IV infusion in every 21-
day cycle for up to 8 cycles.

14. Comparator, dose, method of administration,
strength

Not applicable

15. Concomitant therapy

Concomitant therapy included any medication (e.g.,
prescription drugs, over-the-counter drugs, herbal or
homeopathic remedies, and nutritional supplements)
used by a patient from 7 days prior to the screening
evaluation to the end of study visits. Patients who used
oral contraceptives, hormone-replacement therapy, or
other maintenance therapy were to continue their use.
Concomitant use of hematopoietic growth factors was
allowed in accordance with instructions provided in the
package inserts.

Patients who experienced infusion-related temperature
elevations of > 38.5 °C or other minor infusion-related
symptoms could be treated symptomatically with
acetaminophen/paracetamol (= 500 mg) and/or H1 and
H2 histamine-receptor antagonists (e.g.,
diphenhydramine, ranitidine). Serious infusion-related
events manifested by dyspnea, hypotension, wheezing,
bronchospasm, tachycardia, reduced oxygen saturation,
or respiratory distress were to be managed with
additional supportive therapies (e.g., supplemental
oxygen, P2-agonists, and/or corticosteroids) as
clinically indicated according to standard clinical
practice.

For patients enrolled on obinutuzumab-containing
regimens, it was recommended that corticosteroids (e.g.,
100 mg of IV prednisolone or equivalent) were given as
premedication within 12 hours of, but at least 60 minutes
prior to, the obinutuzumab infusion on Cycle 1 Day 1.
After the first obinutuzumab infusion, additional




glucocorticoids were allowed at the investigator’s
discretion.  For patients who did not experience
infusion-related symptoms with their previous infusion,
premedication at subsequent infusions could be omitted
at the investigator’s discretion.

Infusion reaction prophylaxis with medications (e.g.,
acetaminophen/paracetamol, antihistamines, and/or
corticosteroids) could be instituted at any point in the
study if it was determined to be in the best interest of the
patient on the basis of the observation of IRRs in
patients already enrolled in the study. Patients with
Grade 3 hypotension or fever had to be premedicated
prior to retreatment.

One patient which was not part of the safety or activity
analyses in the Primary CSR has since been included in
this Final CSR. The previous and concurrent treatments
for this patient is as follows: received 25 mg of
obinutuzumab at Cycle 1 Day 1 and withdrew from the
study due to a severe infusion-related reaction.

16. Efficacy evaluation criteria

Anti-tumor activity: Best overall response, duration of
response, and PFS.

Pharmacokinetics: Serum or plasma concentrations of
antibody conjugated MMAE (acMMAE), total
antibody, unconjugated MMAE, rituximab, and
obinutuzumab, and respective PK parameters of
acMMAE, total antibody, unconjugated MMAE, and
rituximab.

17. Safety evaluation criteria

Adverse events (AEs), changes in laboratory test
results, changes in physical findings on physical
assessment and changes in vital signs.

18. Statistical methods

No formal statistical hypothesis testing was conducted.

19. Demographic characteristic of study
population (gender, age, race, etc.)

Patients with r/r DLBCL

Among all patients with R/R DLBCL in Cohorts E and
H, 55.6% were male, 57.8% were >65 years of age,
93.3% were White, and 91.1% were not Hispanic or
Latino. The median age at baseline was 70.0 years and
the median International Prognosis Index was 3.0.
Since clinical cutoff date for the Primary CSR (10 April
2017) no new patients have been enrolled.

Patients with r/r FL

Since the clinical cut-off date for the Primary CSR (10
April 2017) one patient was enrolled into Cohort G.
Among all patients with R/R FL in Cohorts E and G,
63.6% were male, 50% were between 18—65 years of




age, 86.4% were White, and 84.1% were not Hispanic
or Latino. The median age at baseline was 63.3 years
and the median International Prognosis Index was 1.

20. Efficacy results

ANTI-TUMOR ACTIVITY RESULTS

Updated anti-tumor activity is summarized as follows;
Patients with R/R DLBCL (Cohorts E and H)

- The median PES by investigator assessment was 2.8
months.

- The median OS was 10.5 months.

At the clinical cutoff date 7 February 2019, the median
0S was 10.5 months (95% CI: 5.6, 16.7). The estimated
probabilities of being alive at 18 months were 33.8%
(95% CI: 19.4, 48.1).

Arms A and B:

The median OS was 16.5 months (95% CI: 7.5,25.4) in
the RTX4Pina arm and 20.5 months (95% CI: 10.4,
33.5) in the RTXfyPola arm. Compared with the 10
April 2017 clinical cutoff date, there was no change in
median OS in the RTX+Pina arm. However, median OS
in the RTX+Pola arm increased 1.7 months (18.8
months to 20.5 months). This was due to identification
of two unreported deaths in the April 2017 clinical
cutoff.

The estimated probabilities of being alive at 18 months
were 49.0% (95% CI: 33.2, 64.8) in the RTX+Pina arm
and 54.4% (95% CI: 38.3, 70.5) in the RTX+Pola arm.
At the 10 April 2017 clinical cutoff date, the estimated
probabilities of being alive at 18 months were the same
in the RTX+Pina arm and 51.4% (95% CI: 35.2, 67.7)
in the RTX+Pola arm.

In patients with R/R DLBCL, 40/44 patients (88.9%)
had PFS events on study. The Investigator-assessed
median PFS for all DLBCL patients treated with G+Pola
was 2.8 months (95% CI: 2.1, 5.9). The estimated PFS
rate at 18 months was 15.9%.

Patients with R/R FL (Cohorts E and H):

At the clinical cutoff date 7 February 2019, the median
OS has not been reached and cannot be estimated (NE;
95% CI: 38.4, NE). The estimated probabilities of being
alive at 18 months were 85.2% (95% CI: 74.2, 96.1).
Arms A and B, and Cohort C:

The median OS was not estimable in any of the arms or
cohort.

The estimated probabilities of being alive at 18 months
were 90.5% (95% CI: 77.9, 100.0) in the RTX+Pina




arm, 94.1% (95% CI: 82.9, 100.0) in the RTX+Pola 2.4
mg/kg

arm, and 95.0% (95% CI: 85.5, 100.0) in the RTX+Pola
1.8 mg/kg cohort. Compared with the 10 April 2017
clinical data cutoff, there were no changes in the
estimated probabilities of being alive at 18 months in
any of the arms or cohort.

In patients with R/R FL, 25/44 patients (56.8%) had
PFS events on study. The Investigator-assessed median
PFS for all FL patients treated with G+Pola was 19.5
months (95% CI: 10.9, 38.4). The estimated PFS rate at
18 months was 52.8%.

PHARMACOKINETIC RESULTS

Pharmacokinetics results have previously been reported
for Arms A and B and Cohort C in the Interim CSR
(CCOD 21 April 2016) (Report number 1073334), and
for Cohorts E, G and H in the Primary CSR (CCOD 10
August 2017) (Report number 1081008). There were no
additional analyses conducted for PK for this Final CSR
due to limited additional PK samples received after
Final CSR CCOD 7 February 2019.

21. Safety results

This Final CSR presents updated clinical and safety
results for the obinutuzumab-containing regimens as
study treatment for Cohort E (which served as a safety
run-in for the combination of G+Pola in R/R FL and R/R
DLBCL patients), Cohort G, and Cohort H (R/R FL and
R/R DLBCL cohorts, respectively) performed with a
cut-off date of 7 February 2019. Initial clinical and
safety results for Cohorts E, G and H have previously
been reported in the Primary CSR (report No. 1081008).
Updated exploratory analysis is presented for Arms A
and B, and Cohort C. Clinical and safety results for
Arms A and B and Cohort C have previously been
reported in an interim CSR (report No. 1073334).
Patients with R/R DLBCL

A summary of the safety data is described below:

- Overall, the nature and severity of AEs reported was
consistent with the known safety profile of Pola and
obinutuzumab

- Forty-three out of 45 patients (95.6%) with R/R
DLBCL administered G+Pola experienced at least one
AE. The most frequently reported AEs were: diarrhea
(35.6%), nausea (33.3%). Grade 3—4 AEs were reported




in 62.2% patients, the most common being neutropenia
(22.2 %).
- Overall, 35 patients (77.8 %) with R/R DLBCL died:

- progressive disease was the primary cause of death
in 26/35 patients;

- there were two deaths due to AEs. One due to cardiac

failure and one due to pneumonia.

- primary cause of death was not determined for the
remaining seven deaths.
- SAEs were reported for 44.4 % of patients with R/R
DLBCL. By System Organ Class (SOC), the most
frequently reported (> 10 %) SAEs were in the SOCs
“Infections and Infestations” and “Respiratory,
Thoracic and Mediastinal Disorders”. Pleural effusion,
dysphagia,
pneumonia and urinary tract infection were the only
SAE:s reported in > | patient.
- 6.7 % of patients with R/R DLBCL had an AE leading
to discontinuation of any treatment.
Patients with R/R FL
A summary of the safety data is described below:
- Overall, the nature and severity of AEs reported was
consistent with the known safety profile of Pola and
obinutuzumab.
- Forty-three out of 44 patients (97.7%) with R/R FL
administered G+Pola experienced at least one AE. The
most frequently reported AEs were: fatigue (47.7%),
constipation (31.8%), and diarrhea (31.8%). Grade 3-4
AEs were reported in 52.3% patients, the most common
being neutropenia (18.2%).
- Overall, 9 patients (20.5 %) with R/R FL died:

- progressive disease was the primary cause of death
in 6/9 patients;

- there was one death (pneumonia) due to an AE;

- primary cause of death was not determined for the
remaining two deaths.
- SAEs were reported for 22.7 % of patients with
patients with R/R FL. By SOC, the most frequently
reported SAEs (>10%) were in the SOC “Infections and
Infestations”. Influenza, IRRs and pneumonia were the
only SAEs reported in >1 patient.
- 15.9 % of patients with R/R FL had an AE leading to
discontinuation of any treatment.

22. Conclusion

- The overall safety profile of G+Pola administered to
patients with R/R DLBCL and FL was in line with
previous data and with what would be expected in this




pretreated patient population. Neutropenia and
peripheral neuropathy were the most common and
clinically important AEs. Rates of neutropenia and
infections were within the expected range.

- Further efficacy was observed with G+Pola in R/R FL
in terms of investigator-assessed PFS and OS.

- Efficacy in R/R DLBCL with G+Pola was modest with
regard to PFS.
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3BiT Npo KaiHiYHe BUNPOGYBaHHS

1. HasBa nikapcbkoro 3aco6y (3a HasieHOCT] -
HOMED PEECTpalifHOro MocBigueHHs)

TTOJIAUBI® (POLIVY®)

2. 3asgBHHK

@.Xobdmanu-JIs Powr JItg
['pensaxepmtpacce 124, 4070 Basens, HBeiinapis

3. Bupo6uuk

@.Xoddmann-JIs Pow Jitg
Bypwmicger, 4303 Kaiicepayrer, lseiinapis

4. IlpoBeneHi gocimKeHHs:

I e C Hi SIKIIO Hi, 00TpyHTYBaTH

1) T nikapebkoro 3acoby, 3a KM
NpOBOAMIIACS ab0 MIAHYEThCs peecTparyis

Jlikapcbkuii 3aci6 3a MOBHMM J0ChE (aBTOHOMHE
AOChE), iHLIMA TiKapchKuit 3aci6, HoBa mifoua pe4OBHHA.

5. IToBHa Ha3Ba kniHiuHOro BUNpOGYBaHHs,
KOZIOBaHMI HOMEp KITiHIYHOro BUNPOGyBaHHS

Hocnimxenns GO27834. PanmomizoBane BiIKpUTE
OaratoueHTpose pociimkenHs II dhasu 3 BUBUEHHs
Oesmeku Ta aKkTHBHOCTI  MiHaTysymaGy BEJIOTUHY
(DCDT2980S) y kom6iHauii 3 puTyKcumMabom abo
nonarysymaby Befotuny (DCDS4501A) y kombinauii 3
PUTYKCUMaboM Ta HepaHIOMi3OBaHe AOCHiKEHHS
IB/Il a3z 3 BuBYeHHs nonarysymay BeIOTHHY B
KoMOiHauii 3 06iHyTy3ymaGom npu nikyBauHi namieHTis
3 peuuauByro4o0 abo pedpakrepHoro B-kiiTHHHOW
HEXOUKKIHCHKOIO JTIM(pOMOIO.

3akmo4HMi 3BT npo  KITiHiyHe
Ne 1095241. Bepecens 2019 poky.

BUITPOOYBaHHs

|6. ®a3za KJ1iHIYHOro BUNpoGYBaHHS

[ 1B/Mm ]

7. Ilepion npoBeaeHHs KAIHIYHOrO
BHIIPOOYBaHHs

3 27 Bepecust 2012 poky mo 7 motoro 2019 POKy
(OCTaHHiH Bi3UT OCTAHHBOTO NaLieHTa)

8. Kpainu, se npooaunocs kininivne
BUITPOOYBaHHS

CIIA (23 uenrpu), ®pauuis (5 ueHrtpis), Kanana
(3 uenrpu), Himeuunna (3 uentpu), Iranis (3 uenrpm),
Hinepnangu (1 uentp)

9. KinekicTs gocnipkyBanux

3annaHoBana JUis KOTOPT, sKi OTPHMYBAH JTiKyBaHHS,
Lo MiCTHTb puTykcumat: 140—160 nanieHTis.

3annaHoBaHa 1711 KOropT, sKi OTPUMYBAJIH JIIKyBaHHS,
IO MiCTHTL 00iHyTy3ymab: 86 naujieHTiB.

@aKkTH4HA: KibKICTh NALi€HTIB, BKIFOYEHHX B KOTOpTH
NiKYBaHHS, 1O MIiCTUTh PUTYKcHMA6: 142 (81 mauienT 3
augysHoro  B-penukokyitiHHOW  miMdomoro  Ta
61 nauient 3 onikynsproro niMdpoMoro);

- KINbKiCTh TaUi€eHTIB, BKIIOYEHHX B KOTOPTH
NiKyBaHHs, 10 MiCTUTB 06iHyTy3yma6: 91 (46 nauieHTis
3 audysHolo  B-enmkokiituHHOW  miMdomoro i
45 nauieHTi 3 gosnikyaspHoto TiMpoMOI0).

10. MeTa Ta BTOpUHHI il KiIiHiYHOTO
BUNPOOYBaHHs

IlepBunHi wii:

Hepem,aﬂ BipHpif
Kyﬂpasem, €.B.




- OUiHMTH Oe3neKy Ta MepeHOCHUMICTh 3acTOCYBaHHS
niHaty3ymaly BEIOTHHY B KOMOiHALLT 3 puTyKCHMaboM
MalieHTam 3 peluanuBy0Uuo abo pedpaxrepHoro (P/P)
donikynspHoro Hexomkkinceko miMpomoro (HXJT) ta
madysHoro B-enukoxaituaHow aimdomoro (JIBBKJI);

- OUIHUTH Ge3neKy Ta NMEepeHOCHMICTh 3aCTOCYBAHHS
nojarysymady Be0TUHY B KOMOiHaLiT 3 puTyKCMMaboM
nauieHTaM 3 pPelHIMBYIOUOK ab0  pedpakTepHOIO
(onixynspraoro HXJI uu JIBBKIJI;

- OLIHMTH 0e3neKy Ta MEepPeHOCHMICTh 3aCTOCYBAHHSA
noaarysymatdy BEIOTUHY B KoMOiHaLii 3
00iHyTy3ymaboM maljieHTaM 3 peLuIMBYIOUOID abo
pedpakrepHoto honikyasiproro HXJI yn JIBBKII;

- OLIHMTH MPOTUITYXIMHHY AKTHUBHICTE MiHATY3yMaby
BEJIOTHHY B KOMOiHauii 3 puTykcHMaboM npu
3aCTOCYBaHHI  mallieHTaM 3  pEUMAMBYIOYOI0  Ta
pedpakrepHoto donikyasproro HXJI un JIBBKJT;

- OLHUTH NPOTHIYXJIHHHY aKTHBHICTh MoJaty3ymaly
BEJIOTMHY B KomOiHauii 3 purykcumaGom 1pu
3aCTOCYBaHHI  MallieHTaM 3  pPeUMJUBYIOUOID  Ta
pedpaxTepHoio donikynsproro HXJI uu JIBBKJI;

- OUiHWTH NPOTHITYXJMHHY aKTHBHICTh MOJaTy3ymaby
BEIOTUHY B KoMOiHauii 3 o0O6iHyTy3ymaGoMm 1pu
3aCTOCYBaHHI  MAllieHTaM 3  PEUMAMBYIOUOI  Ta
pedpaxreproro ponikynsproro HXJI yu JIBBKJI Ha
OCHOBi pe3yJIbTaTiB MO3UTPOHHO-eMiCilHOT TomMorpadil
(IIET) — xomn’toteproi Tomorpadii (KT) nanpukinui
JIKYBaHHA 32 OLIHKOK HE3aJeKHOr0 HArJsIOBOTO
komitery (HHK) 3a kputepismu Bignosizi a Tepamiro
Jlyrano (2014).

Bropunsi uini:

Llini moio BUBYEHHS Oe3meKu

- OUIHWTH YacToTy yTBOpeHHsi amTutin (ADA) 1o
niHaTy3symaly BeAOTHHY, monarysymaly BEJOTHHY Ta
0biHyTy3ymaly;

- IOPIBHATH G€3MEKy Ta IEPEHOCHMICTB MiHaTy3yMaby
BEJIOTHHY B  KoMmOiHauii 3 purykcumabom Ta
nonaty3ymaly BeIOTHHY B KOMOiHalLii 3 puTyKCHMatom
abo o6inyrysymadom.

[{ini 11010 BU3HAYEHHS aKTHMBHOCTI:

I'pynu, saxi ompumyeanu cxemy NiKyeauus, o
BKANOYANA PUMYKCUMAD !

- NOPiBHATH MPOTHITYXTHHHY aKTUBHICTb
nmiHaTy3ymaly BeIOTHHY B KOMGiHallii 3 puTykcuMabom

HBPCKJIHJ]; BipHpif
Kyapsisens, ¢ B,




Ta nonarysymaly BelOTHMHY B  komGiHauwii 3
PHTYKCHMMaOOM.

ITpynu, saxi  ompumyeanu cxemy  JKY6AHHA, o
exaIoYaa 061’Hymy3yMa6 '

- nmoBHa Bianosine (I1B) Hanpukixui nikyBanus ua
ocHoBi pe3ynbTaris aume ITET 3a ouinkoro JOCIi THHKA;

- o0’ektuBHa Bianosize (OB; IIB Ta wyacrtkosa
BiMOBiAL [UB]) Hanpukinui mikyBaHHs Ha oOCHOBI
pesynbrarie jume [ET 3a ouinkoro mociigmmka Ta
HHK;

- 1B Hanpukinui nikyaHHs Ha oCHOBI pesyibTarin
maue KT 3a ouinkoio nocninnuka Ta HHK;

- OB HanpukiHui JiKyBaHHS Ha OCHOBI pe3yJbTaTiB
mamwe KT 3a ouinkoto gocniauuka ta HHK;

- HaliKpailia 06’ eKTHBHA BiJINOBIb (HOB [1B a6o YB)
MiJl Yac JOCIIiKEHHS Ha OCHOBI pesyanaTm quue [MET
abo pesynbrartis e KT, 3a oninkoro gociinnuka.

Lini moao BuBYeHHs dhapMaKOKiHETHKH:

- OXapaKkTepu3yBaTh (papMakoKiHETHKY MiHaTy3ymaly
BCNOTMHY  Ta  pUTyKcumalby y  mamieHtiB = 3
peuuauByrouolo  abo  pedpakreproro  HXJI  npu
3aCTOCYBaHHI LMX JBOX NpeMnapariB y koMGiHauii;

- 0XapaKTepH3yBaTH (GapMaKOKIHETHKY nonaTy3ymaly
BEIOTHHY Ta puTykcumalby abo o6iHyrysymaby y
NALIEHTIB 3 pelyIUBYIOU0I0 a60 pedpaxreproro HXJI
MPH 33CTOCYBAHHI LMX JIBOX TIpenapaTiB y koMGiHalii,
Lleit 3akmounuii 3BiT npo KiiHIYHE AOCTimKeHHS
MPEACTABIAC  OHOBJEHI  KIiHIYHI  pesynbrary Ta
pesynbTath 3 Ge3neKdH  3aCTOCYBaHHS  peXHMIB
NKyBaHHf, IO  BKJIKOYAJH 00iHyTYy3ymad, sk
JOCIIi[DKYBaHOTO JllI{yBaHHﬂ bidi¢:| Koropm E (mo
CIyryBalo sAK BBiIHMH nepioJ OUIHKH Gesnexku
KoMOiHOBaHOro  JikyBaHHA [ + nosarysymad  mus
naiieHTis i3 P/P donikynsproro nimpomoro (®JI) Ta P/P
JIBBKIJI), Koropti G Ta koropru H (koropru naujenris
3 P/P @®J1 i P/P IBBKIJI Binnoeizxo), OTPHUMaHi Ha Jarty
3aBeplieHHs  30opy jpanux 7 mortoro 2019 POKY.
[louarkoBi kniniuni pesynbTaTm Ta pesynsratu 3
Oesnekn s xoropr E, G ta H panime Buknaiesi y
NEPBUHHOMY  3BITI NP0  KIiHIYHE  JOCIiKEeHHS
(1081008). Owornenuii nowykosuii aHanis HaeeHO
ans rpyn A i B ta xoropru C. Kniniuni pesynsratu Ta
pesynbTatu 3 GesnekH 1ia rpyn A i B Ta Koroptu {5
paHilue BUKIaJeHi B NPOMiKHOMY 3BiTi npo KiiHiYyHe
nocnimxenns (1073334).

Iepexian BIpHMi
Kyapsisens, €.B.



11. Tu3alin K1iHIYHOTO BUIPOGYBaHHs

bararouentpose Binkpure nocmimkenus II dasu 3
BUBYEHHS 3aCTOCYBaHHA MiHaTy3ymaly BEIOTHHY B
koMbiHauii 3 purykcumabom abo monatysymaGy
BEIOTMHY B  KOMOiHauii 3  purykcumabom i
HepaHnoMizoBaHe pociimkenHs Ib/Il hasu 3 BUBUEHHS
3aCTOCYBaHHA MojaTy3ymaby BeJOTHHY B KoMOiHawii 3
06iHyTy3ymMaboM mauieHTaMm 3 peLMAMBYIOHOI0 a60
pedpakrepHoro B-knituanoro HXJI.

12. OcHoOBHI KpuTepii BKIIOUEHHS

Hopocmi nauieHTH  (Bikom > 18 pokiB) 3
peurauByouolo abo pedpaxreproro ®JI abo JIBBKJIL.

13. JlocnimkyBanuii nikapcekuit 3aci6, crnoci6
3aCTOCYBAaHHS, cHja dil

[linarysyma6  BemoTwH, monatysyma6  BemoTHH,
pHuTyKcHMab, o0iHyTY3yMmal.

TIonarysyma6 Bepotun (monarysymaG) OyB Hajanuii y
BUIIISIAL piakoi nikapebkoi dopmu. Ckaan mikapchkoro
3aco0y: nonatysyma6 10 mr/ma B 20 MM L-rictuaun
aueraty, 240 MM  uykposu, 0,02% (m/06)
nonicopbary 20, pH 5,5.

[Tinaty3yma6 BE/IOTHH: 2,4 Mr/kr LIISIXOM
BHYTPILIHBOBEHHOT iH(Y3iT KOXKHOrO 21-1eHHOr0 LMKy
nporarom 1 poky (17 uMkniB 3a cXeMOI0 KoXeH
21 pmensb).

[lonarysyma6 Bemotun (DCDS4501A): 2.4 mr/kr
(rpyna B) abo 1.8wmr/kr (koropra C) masxom
BHYTPILIHEOBEHHOT iHY3il KoxkHOro 21-1eHHOro MUKy
npotaroMm 1 poky (17 uukimiB 3a cXeMoOl0 KOKeH
21 neHs).

Putykcuma®: 375 Mr/mM? misxom BHYTpIilIHBOBEHHOT
iHQys3ii KoxHOro 21-1eHHOr0 LMKy mpoTarom | poky
(17 umknis 3a cxemoro koxeH 21 J1eHs).

O6inyTysyma6: 1000 Mr [uIAXOM BHYTpPiLIHBOBEHHOT
iHdysii KoxHOro 21-1eHHOro UMKy 10 8 HUKIIB.

14. Tlpenapat nopiBHsHHS, 1033, CIOCi6
3aCTOCYBaHHS, CHUaa Oil

He 3acTocoBHe.

15. CynyTHs Teparnis

Cynytus Tepanis BKmouana Oyab-aKui nikapchKuii
3aci0 (HampuKknaJ, peuenTypHi Jikapchki 3aco0u,
Gespeuentypui  nikapcbki  3aco6u, pociMHHI @60
roMeornaruyHi 3acobu Ta JAieTuuHi m06aBKM), SAKWMii
Mali€HT OTPUMYBAB BiJ 7 JHIB [0 CKPMHIHTOBOTO
00CTeXEHHS Ta 110 KiHLs Bi3UTIB y paMKax J0CITiIDKeHHSI.
[TauienTwn, SIKi 3aCTOCOBYBAIH nepopabHi
KOHTpaLENTHBH, FOPMOHAILHY 3aMicHy Tepamiio abo
iHLWIY MiATPUMYBANbHY Tepamilo, MNPOJOBKHIN  IX
NpHIAOM. 3aCTOCYBaHHA FeMONOETUYHNUX (PAaKTOPiB PpocTy
JO3BOJIANOCS 3TiAHO 3 IHCTPYKUIAMM Ui MEAUYHOTO
3aCTOCYBaHHS.

IICpeKﬂaﬂ BiPHPIﬁ
Kyapspemy, ¢ p,




[Nawientam 3 migumennsm Temneparypu > 38,5 °C y
33Ky 3 iHQysieto ab0 iHIIHMM  HE3HAYHUMH
cumnToMamu  iHQY3iHHMX  peakwiii  [03BONANOCH
CUMINTOMAaTHYHE NiKyBaHHs
aueraminoeHom/mapaneramonom (> 500 Mr)  Ta/a6o
aHTarodicramu peuentopis Hi Ta Hz (nampuxnan,
nudenrigpamin, panitugud). CepifosHi nor’s3ani 3
iHy3iel0 CUMNTOMH, Taki SK 3a[MIIKa, apTepianbHa
rinoTeHsis, Xpunu, 6poHXOCMasM, Taxikapis, SHHIKSHH
carypauii abo mNOpYyIIEHHs AWXaHHA, JiKyBalH 3a
JOMNOMOro  0NaTKOBOI  MiATPUMYBaNbHOI Tepamil
(Hampuknaz, oKcureHoteparis, [z-aromict Ta/abo
KOPTUKOCTEPOIAM) 3@  KIIHIYHHMH  [OKa3aHHAMH
BiNOBIIHO JI0 CTAHAAPTHOI KJIIHIYHOT MPAKTHKH.

Ilanientam, BKIIOYEHHM Yy Tpyny JiKyBaHHS, IO
MicTHTL 0GiHYTy3yMal, peKOMeHIyBanu NPOBOJHTH
MpeMEMKALl0  KOPTHKOCTEPOifaMu (nanpuknan
BHYTPILIHLOBEHHO 100 Mmr  mpepHizosnony — abo
eKBIBaNEHTY) y Mexkax 12 rogus, oJHaK WoHaliMeHIIe 3a
60 xBumMH 10 iHY3ii 06iHyTY3yMaly B seHb 1 uukay 1.
Ilicns mepmoi iHdy3ii obinyTysymaby 3a pimenHsam
AOCHiIHMKA J03BOJANOCS JOJATKOBE 3aCTOCYBaHHS
rmokokoptukoifi. [lauienram, y saxux mnig uwac
nonepeiHboi iH(y3ii He BUHHKAINU CUMIITTOMM, TIOB’ 13aHi
3 iH(ysiero, 3a pillleHHAM 10CITiHIKA TPEMeAMKallist pu
HacTyNHMX iH]yY3iax Morna GyTu nponyiueHa.

MenukamenTosny npodinaktuxy iHdysiiinux peaxuiit
(Hanpukian, alietamiHodeH/mapaleramol,
aHTHricTaMiHHi 3ac00H Ta/ab0 KOPTUKOCTEPOINH) MOJKHA
Oyno posnouatd y Gyab-siKMil MOMEHT JOCIiIKEHHS,
SIKIIO 1€ BBAKAI0Cs KOPUCHUM )15 TALliEHTA Ha MiacTaRi
CIIOCTEPEIKEHHA 3a iH(Y3IHHUMU peakLisMH y MallieHTiB,
yXKe BKIIOYEHUX Yy jochimkenHs. [lamjentam 3
apTepianbHOI  TiMOTEH3I€I0/IMXOMaHKOI 3 cTyneHs
TSKKOCTI nepeji MOBTOPHUM BBEJIEHHAM TNpENapary cilif
NPOBOJIUTH MPeMeNKALLiO.

Haui oaHoro nauieHTa, siki He GyJIH YACTHHOK aHATI3Y
Oesnekn uM e(eKTUBHOCTI B MEPBMHHOMY 3BiTi NpoO
KJIHIYHE J0C/ipKeHHs, BiaTomi Oy/iM BKIIOYEHi B 1ei
3aKJIFOYHKMHA 3BIT NpO KNiHiYHe Jociimkenns. [Tonepeane
Ta MOTOYHE JIIKyBaHHS JAHOTO MalieHTa OYyJI0 TaKUM:
OTpUMaB 25 Mr 00iHyTy3ymMaly B ieHb 1 tukny 1 i BUGYB
3 IOCIIPKEHHS Yepes TsKKy iHQy3iliHy peakiito.

16. Kpurepii ouiHKH edeKTHBHOCTI

[IpoTUIyXNMHHA aKTHBHICTh: Haiikpamia 3arajibHa
BiAMOBi/b, TpHuBanicTs Bianosiai (TB) Ta BMxUBaHICTH
6e3 nporpecysanns (BBIT).

=t “PCKITa] BipHRif
Kynpagens ¢ p,




QapMaKkoKiHETHKAa: KOHLEHTpalis B cHpoBaTLi a6o
niasMi KpoBi KOH’'IOroBaHoro 3 awtutiiom MMAE
(acMMAE), cymapHOro aHTWTiia, HEKOH’IOTOBAHOTO
MMAE, putykcumaly ta 06iHyTy3ymaby Ta BianosinHi
®K napamerpu acMMAE, cymapHOro aHTHTija,
HekoH rorosaHoro MMAE Ta purykcumaGy.

Hebaxani  spuma  (HS), 3minM  pesysbTarie
1a00paToOpHKX JOCHiUKEHb, 3MiHHU JaHuX (i3MKaIbHOTO
obGcTexkeHHs MU OLiHLI (i3UYHOro cTaHy naujeHTa Ta
3MiHH OCHOBHHMX MOKA3HHKIB JKHUTTEAifAbHOCTI.

17. KpuTepii ouinku Gesnexu

®opmanbHOi MEpeRipKM CTATHCTHYHOI TiNOTE3U He
TIIPOBOJIUIIOC.

18. CratucTuyHi METOIU

HanienTn 3 PelHANBYI049010/pepaKTepHOIO
JBBK.JI
Cepen ycix mauieHTiB 3 pelAHBYIOU0K/pedpakTEpHOIO
JIBBKJI y xoroprax E ta H 55,6 % 6ynu yonosiuof
crari, 57,8 % 6ynu BikoM > 65 pokis, 93,3 % Hanexxanu
1o eBporeoiHoi pacu i 91,1 % Gynu He icnanchkoro uu
NIATHHO-aMEPHKAHChKOro noxopkenus. Cepenniii Bik Ha
MOMEHT BKJIIOYEHHS B IOCIIJUKEHHA cTaHOBUB 70 POKIB i
cepeHiit  MixHapoaHWii  TNPOrHOCTHYHHMI  iHAEKC
cTaHoBMB 3,0.

3 natv 3aBepuieHHs 300py KIIHIYHMX JaHMX JUIA
NEPBHHHOIO  3BITY MNpo  KIiHIYHE  JOC]iIKEHHS
(10 xBiTHa 2017 poky) HOBI NalieHTH HE OYIIH BKIIOYEHI.

IManienTy 3 pennauByrodow/pedpaxrepuoio DJI

3 natu 3aBeplleHHs 300py KIiHIUHMX JaHUX JUIS
MEPBUHHOTO  3BITY MNpo  KIiHIUHE  JOCIiHKEHHS
(10 xBiTHs 2017 poky) oauH nauieHT 6yB BKIIOUEHHMiT B
koropty G.

Cepen ycix nalieHTiB 3
peunauByrouoro/pedpaxreproro @JI & koroprax E ta G,
63,6 % Oynu donopivoi crari, 50 % Oynm Bikom 18—
65 pokis, 86,4 % Hanexxanu 10 €BPONEOiaHOi pacH i
84,1 % nauieHTiB O6ynu He ICNAHCBKOTO YH JIATHHO-
aMEpUKaHCHKOro noxomkeHHs. Cepe/iHiii Bik HA MOMEHT
BK/IIOYEHHS B JIOCHI/DKEHHS CTaHOBHB 63,3 poky i
cepeaii  MiKHapoIHMH  NPOTrHOCTHUHMI  iHp;EKC
CTaHOBMB 1.

19. JlemorpadiuHi nokasHUKK J0CII HKYBaHOT
nonysAuii (crars, Bik, paca, TOIO)

PesyabTaTn BHBYEHHS MPOTHIYX/IHUHHOT
AKTUBHOCTI

Pe3toMe OHOBNEHHMX JaHMX MIOAO MPOTHUMYXIHHHOT
AKTMBHOCTI HaBEJIEHO HUIKYE,

IauienTH 3 peunanByiouoio/pedpakreproro JIBBKJI
(xoroptu E Ta H):

20. Pesynbrati eeKTHBHOCTI

Hep CKIag BIpHWi;
K.Wlpﬂaem, €-B.




- Mepiana BBII 3a ouinkoo gociigHuka cTaHOBHIA
2,8 micsg.

- Meniana 3aranbHoi BukuBaHocTi (3B) craHosuia
10,5 micsawig.

Ha nary saBepwenns 360py kiminiyemMx nasmx
7motoro 2019 poky wmemiana 3B craHoBHia
10,5 micsuie (95 % JII: 5,6, 16,7). Pospaxynkosa
BIPOTi/IHICTE  3alMIIMTHCEL JKMBHM uepe3 18 micaiis
cranoBuia 33,8 % (95 % II: 19,4, 48,1).

[pynu A i B:

Meniana 3B cranoBuna 16,5 micsaus (95% AI: 7,5,
25,4) y rpyni putykcumab + ninarysyma6 i 20,5 micaus
(95 % AL 10,4, 33.5) y rpymi
putykcumab + nosnarysymal. I[lopiBHAHO 3  jaTolO
3aBepIICHHA  300py KIiHIYHHUX gaHux 10 KBiTHS
2017 poky He cnocrepiranocs 3min meaiauu 3B y rpymi
puTykcumab + ninatysyma6. Onnak, meniana 3B y rpymi
putykcumab + nonarysymab 36inbmunacs Ha 1,7 micaus
(3 18,8 micsus a0 20,5 micsaus). Lle Binbynocs uepes
BUSBJICHHS JIBOX JICTANILHMX BHMAJKIB, Npo fKki He 6yno
MOBIJOMJIEHO Ha JaTy 3aBeplieHHs 360py KIiHiYHMX
Aanux 10 keiThs 2017 poky.

Pospaxynkosa BiporiziHicTs 3anuumnTHCS KUBUM Yepe3
18 micsui cranoBuma 49 % (95 % JII: 33,2, 64,8) y
rpyni putykcuma6 + niHarysyma6 i 54,4 % (95 % JI:
38,3, 70,5) y rpyni putykcumab + nonarysyma6. Ha Jaty
3aBepllIeHHs 300py KmiHIYHMX gaHMX 10 KBiTHS
2017 poky po3paxyHKoOBa BipOTiJHICTE 3anMIIHTHCH
KuBMM 4epe3 18 micsuis Oyna amanoriyHolo B rpymi
putykcumab + ninarysymab i cranosuma 51,4 % (95 %
Al: 35,2, 67,7) y rpyni putykcuma + nonarysyma6.

Cepen nauienris 3 P/P IBBKJI y 40 3 44 nauicurip
(88,9 %) manu micue noaii BBIT nix yac mocnimkeHns.
Meziana BBI1 3a ouinkoio pocnignuka cepen ycix
naljieHTiB i3 JABBKII, AKI OTPUMYBAIH
[ + nonaty3yma6, cranosuna 2,8 Micais (95 % 2.1,
5,9). Pospaxynkosuii mokasuuk BBII uepes 18 micsuin
CTaHOBHUB 15,9 %.

[MauienTy 3 peranByoyor/pedpakreporo ®JI
(xoroptu E ta H):

Ha nary s3apepwenns 36opy kiiHiunmx maHux
7 mororo 2019 poky Meniana 3B ne 6yna ocaruyra i He
MOXe OyTH po3paxoBaHa (HEMOXK/IMBO pPO3paxyBaTH;
95% II: 38.4, HEMOXJIMBO  pO3paxyBaTH).
Po3paxyHkoBa BipoOrifiHicTh 3aJMIIUTHCS KUBUM yepes
18 micsiis cranoBuia 85,2 % (95 % JII: 74,2, 96,1).

Hepexnan piprp;;
Kyapsimens, ¢ g,
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I'pynu A i B Ta koropra C:

Meniana 3B He Morna 6yTH po3paxoBaHa B Oynb-sKiii
IpyIi Y4 KOTropTi.

Po3paxyHkoBa BiporiqHicTh 3aMMIIMTHES JKUBUM yepes
18 micauie cranoBuna 90,5 % (95 % JII: 77,9, 100) y
rpyni putykcumab + nminatysyma6, 94,1 % (95 % Al:
82,9, 100) y rpyni purykcumab + nonarysyma6 2,4 mr/kr
i 95% (95% [O: 855 100) y  rpyni
puTykcumab + nonarysymaé 1,8 mr/kr. IlopiBHsHO 3
JaTor 3aBepLieHHs 300py KiiHIYHMX ganux 10 KBiTHS
2017 poxy He cnoctepiranocs 3miH memiann 3B y
KOIHIH rpymi abo Koropri.

Cepen nauienris 3 P/P ®J1y 25 3 44 naujenris (56,8 %)
manu Micue noaii BBIT nix wac gocnimkenns. Meniana
BBIT 3a ouinkoro mocniHuka cepes ycix namientis i3
@JI, ski orpumysanu I + nomarysymab, craHoBmia
19,5 micsiug (95 % JI: 10,9, 38.4). PospaxyHkoBmuii
noxasHuk BBII uepes 18 micsuis cranoBus 52,8 %.

PE3YJIbTATH ONOIHKHA
OAPMAKOKIHETHKH

Pesynsratu mono dapmakokinernku pamnie Oynu
BUKJIajieHi 171s rpyn A i B Ta koroptu C y MPOMIXKHOMY
3BITI MPO KJiHiYHe AochimkeHHs (mara NPUITUHEHHS
300py KiuiHiYHMX manux 21 keitHa 2016 poky) (3BiT
Ne 1073334) i ana koroprE, GraH y NIEPBUHHOMY 3BiTi
Mpo KJiHiYHe JOCTiKeHHs (IaTa NpUmMHEeHHs 300py
KIiHiYHMX  gaHux 10 cepnus 2017 poKy)  (3BiT
Ne 1081008). [lonarkosuii amanis ®K 18 uporo
3aKJIIOYHOrO 3BITY Npo KIiHIYHE JOCHIDKEHHS He
MPOBOJMBCA 4epe3 0OMeKeHy KilbKiCTh OOAATKOBUX
3paskie aag ouinku OK, oTpumanux micias  naTw
NPUNMHEHHs 300py KIIHIYHHX JaHMX JUIS 3aKIHOYHOIO
3BITY IO KJIiHiYHe nocnimkenHs 7 motoro 2019 POKY.

21. Pesynbratu 6e3neku

Y UbOMy 3aKMOYHOMY 3BiTi npo  KiiHiuHe
AOC/Ii/PKEHHS HaBe/IeHi OHOBIIEH] KJIiHiuHI pesynbTaTH Ta
pesynbTaty 3 0e3neKH  3aCTOCYBaHHA  PEKHUMIB
NiKYBaHHA, 110  BKIIOYAIOTH  OGiHyTYy3ymal, sk
JOCHIKYBAHOTO  MiKyBaHHs s koropth E (o
CIyryeajio sAK BBiIHUI mepios ouiHKM Gesnexu
kombiHoBaHoro  mikyeawus I+ nonarysymab s
nauientis i3 P/P ®JI ta P/P IBBKJI), koropru G Ta
koropti H (korop nauientis 3 P/P ®J1 i P/P [IBBKJI
BIAMOBIAHO), OTpMMaHi Ha JaTy 3aBepleHHS 360py
Aanux 7 mortoro 2019 poky. IlouaTkoei kminiuni
Pe3yJIbTaTH Ta pe3ynbTati 3 Oe3neku 1is koropt E, G i

Iepexnay BIpHRif
Kynpssens, € p,




H panile Buknaneni B nepsunHOMy 3BiTi mpo KiiHiune
mocmimkenHs  (3Bit  Ne 1081008).  Owuornenuii
MOLIYKOBHIA aHalli3 HABEJIEHO /ISl rpyn A i B Ta koropTu
C. Kniniuni pesynbrati Ta pesynsTatd 3 Gesneku juis
rpyn A i B Ta koropru C panime BukIageHi B
MPOMDKHOMY 3BiTi PO KIiHiuHe AOCITimKeHHs (3BiT
Ne 1073334).

IHanienTn 3 pennauBy04010/pedpakTepHolo
JBBK.JI
Pestome anux 3 Ge3neku HaBeICHO HIDKYE,

- 3aragoM XapakTep Ta THKKICTb 3apeecTpOBAHMX
HeOaxanux sBum (HS) cniBmaganui 3 Bigomumm
npodinem Gesneku mnosaryzymaby BEJOTHHY Ta
00iHyTy3yMaby.

- Y 43 3 45nauientiB  (95,6%) 3
peLHaAnBYOUYO/pedpaKkTepHOIO JBBKJI, SKi
oTpumyBanu  cxemy I+ nmonatysymab, BuHMKIO
npuHaiivui ogse HSI. Haituacrime nosigomnsiocs npo
Taki HSl: niapes (35,6 %), mymora (33,3 %). HS 3-
4 crynens 3apeectpoBani y 62,2 % mawjienTis, Hait6iabm
nourMpeHoro Oyna Heitponenis (22,2 %).

- Tlomepan  3aranmom 35 naujenrie (77,8 %) 3
peunansyrouor/pedpakreproro JIIBBKII:

- TPOrpecyBaHHs 3aXBOPIOBAHHS OYJO0 OCHOBHOIO
MPUYUHOIO cMepTi y 26 3 35 nawieHTiB;

- 3ahikcoBaHO JiBa JeTaNbHi Bunmaaku yepes HS. Onun
— BHACJJIOK CepLeBOi HEJOCTATHOCTI Ta OMH —
BHACJTiIOK MHEBMOHIT.

- OCHOBHA TIpHYMHA cMepTi He OyJia BCTAHOBJEHA B
IHIIMX CeMH JIETallbHUX BUNAJKAX.

- [losigomasnocs npo cepiiosni HS y 44,4 % nauientis
3 peuuarsyrovoro/pedpakreproro JIBBKJL. 3a kiaacom
cucremu opradie (KOC) Haifuactie 3apeectpopani
(= 10 %) CHA Binmiueni B KOC «Indexuii Ta inBasii» Ta
«llopyuienHs 3 60Ky opraHiB AMXaHHS, IPYLHOT KIITKH
Ta cepefoctTinugy. IlneBpanbhuii BumiT, aucdaris,
NHEBMOHIs Ta iH(EKNis CcevoBMBIAHMX wNAXiB Gymu
enunumu CHS, 3apeectpoBanumu y > 1 naujenTa.

- ¥V 6,7 % nauientis 3 peluanByr0u0r0/pedpakTepHOIO
JBBKJI cnocrepiranuca HS, o MpU3BETH 10
NEPeUacHOro NPUIHHEHHS Oy Ib-KOr0 JTiKyBaHHS.

HauienTu 3 penuauByrovoro/pedpakreproro ®J1
Pestome anux 3 Ge3neku HaBefeHO HIKYE,

- 3arajioM XapakTtep Ta TAXKKicTh 3apeecTpoBanux HSI
cmiBrazas 3 BifoMum npodinem Oesneku nosiatysymady
BEJIOTHHY Ta 00iHyTy3ymaly.

[epexnay BipHHi
Kmpzsem, €.B,



- v 43 3 44 nauieHTiB (97,7 %) 3
peuuauBytodor0/peppakteproo DJI, ski oTpUMYBaH
cxemy I” + nonatysyma6, Bunuki0 npuHaiimui ogxe HSL.
Haituacrime  nopigommsmocs  mpo  Taki  HS:
cTomtoBaHicTh (47,7 %), 3akpen (31,8 %) ta niapes
(31,8 %). [Nosinomnsnocs npo HS 3—4 crynens y 52,3 %
nauieHTie, HalGinb nomupenow Gyma HeifTpomneHis
(18,2 %).

- [Ilomepnu 3aramom 9 namientis (20,5 %) 3
peunanByroyoro/pedpaxrepHoro OJI:

- TIPOrpecyBaHHs 3aXBOPIOBaHHA OYJI0O OCHOBHOIO
NPUUKHOIO cMepTi y 6 3 9 marltienTis;

- 3aikcoBaHa o/iHa cMepTh (ITHeBMOHis) uepes HS;

- OCHOBHA MpHYMHA CMepTi He Oyjaa BCTAHOBIIEHA B
IHIIMX JBOX JIeTAJbHUX BMIAJKaX.

- [losigomasnocs npo cepitosni HS y 22,7 % nauientis
3 peunauByrouow/pedpakrepuoro ®JI. 3a KOC
Haiwactime (> 10 %) cepitosni HSI s3apeecTpoBani B
KOC «Indexuii Ta inpasii». ['pun, indysiiini peakuii Ta
nHeBMoHis Oynu eaunnmu CHSI, 3apeectpoBanumu y
> 1 nauieHTa.

- ¥ 15,9 % nauientie 3 peLuausyiouor/pedpakTepHoOIO
®@JI cniocrepiranuca HA, wo npu3ssenu 10 nepeguacHoro
NPUIIMHEHHS Oy 1b-KOTO JiKYBaHHS.

- 3aranbHui npodisb 6e3neku CXeMH
I" + nonary3ymab, mo 3acrocoryRanachk mnaiieHTam 3
peuuauBytodowo/peppakteproio JIBBKII ta ®JI, 6y
CIIBCTABHMM 3 TOTEPEAHIMH JAHHUMH Ta 3 THM, IO
OuiKyBaBcs B Iiif mnomynsuii pamime JikoBaHHX
naujentis. Heltponenis ta mepudepuyna Helipomaris
Oynu HaiGinblI MOMMPEHUMY Ta KIiHIYHO BaXJIMBHMH
H1. Yactora Heiitponenii Ta indexuiit 3Haxomunacs B
22. BUCHOBOK (3aKJIFOUEHHS) OYiKyBaHOMY Jliana3zoHi.

- Cnocrepiranacs noganbina eeKTUBHICTh moao0 BBIT
Ta 3B 3a ouiHKOI0 0CiAHNKA NPH 3aCTOCYBAHHI CXEMH

I" + nonarysyma6 nawieHTam 3
peunauByoyow/pedpaktepHoro @JI.

- Edexrupnicts 3aCTOCYBaHHS cxemu
I' + nonaryzymatb naujieHTam 3

PeLINBYIOUO00/pedpakTEpHOKO JIBBKIJI Oyna
NoMipHo0 1010 BBIT.

Brnachuk peectpauiiiHoro nocsiuenns (3asBHUK)

baseip, 5 xoBTHA 2021 poky l‘iep
- “Pkitag BIpHy;
Hu

' IPHBeqL C.B
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Clinical Trial Report

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

POLIVY®

2. Applicant

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

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

I yes C no If not, substantiate

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

New active substance (AS)

5. Full name of the Clinical Trial, clinical trial
code

Study DCS4968g. An open-label, multicenter, Phase I
trial of the safety and pharmacokinetics of escalating
doses of DCDS4501A in patients with relapsed or
refractory B-cell non-Hodgkin’s lymphoma and chronic
lymphocytic leukemia and DCDS4501A in combination
with rituximab in patients with relapsed or refractory B-
cell non-Hodgkin’s lymphoma.

Final Clinical Study Report No. 1062397. September
2015.

6. Clinical trial phase

1

7. Period of the clinical trial

from 22 March 2011 till 18 November 2014 (last
patient last visit)

8. Countries where the clinical trial was
conducted

13 investigational sites across 4 countries: United
States (5), France (4), Canada (3) and Netherlands (1)

9. Number of study participants

planned: 30-50 patients (the dose-escalation phase),
40-60 patients (the expansion phase). Between 6-
12patients were planned for the Phase Ib cohort(s)
actual: 95 patients enrolled (61 in dose escalation
cohorts and 34 in expansion cohorts)

10. Goal and secondary objectives of the clinical
trial

Primary objectives

To evaluate the safety and tolerability of polatuzumab
vedotin administered every 3 weeks (q3w) to patients
with relapsed or refractory Non-Hodgkin lymphoma
(NHL) and chronic lymphocytic leukemia (CLL)




To determine the maximum tolerated dose (MTD) and
dose-limiting toxicities (DLTs) of polatuzumab vedotin
when administered q3w in patients with NHL and CLL

To identify, on the basis of safety, pharmacokinetic
(PK), and pharmacodynamics (PD) data, a proposed
Phase 11 dose of polatuzumab vedotin for both NHL and
CLL
To assess the safety and tolerability of polatuzumab
vedotin in combination with rituximab administered to
patients with relapsed or refractory NHL

Secondary objectives

Safety Objective:

To assess the incidence of anti-therapeutic antibodies
(ATAs) to polatuzumab vedotin.

Pharmacokinetic Objectives:

1) To characterize the pharmacokinetics of

polatuzumab vedotin in patients with relapsed or
refractory NHL and CLL;
2) To characterize the pharmacokinetics of polatuzumab
vedotin and rituximab following administration of
polatuzumab vedotin in combination with rituximab in
patients with relapsed or refractory NHL.

Activity Objectives:

1) To make a preliminary assessment of the anti-tumor
activity of polatuzumab vedotin in patients with
relapsed or refractory NHL and CLL,

2) To make a preliminary assessment of the anti-tumor
activity of polatuzumab vedotin in combination with
rituximab in patients with relapsed or refractory NHL.

11. Design of the clinical trial

Phase I, multicenter, open-label, dose-escalation study

12. Main inclusion criteria

History of one of the following histologically-
documented hematologic malignancies that are
expected to express the CD79b antigen and for which no
suitable therapy of curative intent or higher priority
exists (e.g., standard chemotherapy, autologous stem
cell transplant): indolent NHL (including Grades 1-3a
follicular lymphoma [FL]; marginal zone lymphoma
[including splenic, nodal, and extra-nodal]; and small
lymphocytic lymphoma), Grade 3b FL, diffuse large B-
cell lymphoma (DLBCL), mantle-cell lymphoma, or
CLL.

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

Polatuzumab vedotin (DCDS4501A) / RO5541077.
Study DCS4968g was conducted using 100 mg liquid
drug product (DP) filled from v0.1 drug substance (DS).




The total dose of polatuzumab vedotin for each patient
depended on dose level assignment and the patient’s
weight on Day 1 of Cycle 1 (or within 96 hours prior to
Cycle 1, Day 1). The total dose of polatuzumab vedotin
was to be adjusted for subsequent doses only if the
patient’s weight changed by > 10% from baseline.
Polatuzumab vedotin was administered to patients by IV
infusion g3w. Dosing cycle adjustments to > 28 day
cycles were permitted. The median number of treatment
cycles received for all patients was 4.0.

14. Comparator, dose, method of administration,
strength

Not applicable

15. Concomitant therapy

Concomitant therapy included any prescription
medications or over-the-counter preparations used by a
patient between the 7 days preceding the screening
evaluation and the end of study visit.

All concomitant medications were reported to the
investigator and recorded on the appropriate electronic
Case Report Form (eCRF).

Patients who used oral contraceptives, hormone-
replacement therapy, or other maintenance therapy were
to continue their use. Concomitant use of hematopoietic
growth factors was allowed in accordance with
instructions provided in the package inserts.

Patients who experienced polatuzumab vedotin
infusion-related temperature elevations of > 38.5°C or
other minor infusion-related symptoms could be treated
symptomatically with acetaminophen/paracetamol (>
500 mg) and/or HI and H2 histamine-receptor
antagonists (e.g., diphenhydramine, ranitidine). Serious
infusion-related events manifested by dyspnea,
hypotension, wheezing, bronchospasm, tachycardia,
reduced oxygen saturation, or respiratory distress were
to be managed with additional supportive therapies
(e.g., supplemental oxygen, [2-agonists, and/or
corticosteroids) as clinically indicated according to
standard clinical practice.

Infusion-related reaction (IRR) prophylaxis with
medications (6.8, acetaminophen/paracetamol,
antihistamines, and/or corticosteroids) could be
instituted at any point in the study that it was determined
to be in the best interest of patients because of the
observation of IRRs in a significant number of patients.
Patients with Grade 3 hypotension or fever were to be
premedicated prior to retreatment. Patients with
hypotension requiring vasopressor support, Grade 3




wheezing, hypoxia, or generalized urticaria were to be
permanently discontinued from the study drug at the
first occurrence.

16. Efficacy evaluation criteria

Anti-Tumor Activity: Objective response rate (ORR),
duration of response (DOR) and progression-free
survival (PES)

17. Safety evaluation criteria

Incidences of adverse events (AEs) (including serious
AEs [SAEs] and dose limiting toxicities [DLTs]),
deaths, laboratory parameters, ECG, vital signs,
immunogenicity, and exposure to trial treatment.
Pharmacokinetics evaluation criteria
Pharmacokinetics of polatuzumab vedotin were
characterized by measuring polatuzumab vedotin total
antibody (antibody with monomethyl auristatin E
[MMAE)]- to-antibody ratio equal or greater than zero,
including fully conjugated, partially deconjugated, and
fully deconjugated antibody) serum concentrations,
antibody conjugated MMAE plasma concentrations,
and unconjugated MMAE plasma concentrations using
validated methods

18. Statistical methods

No formal statistical hypothesis testing was conducted,
only descriptive statistics and exploratory hypothesis
testing

19. Demographic characteristic of study
population (gender, age, race, etc.)

Among all patients, the majority were male (70.5%), =
65 years of age (63.2%), White (80.0%), and not
Hispanic or Latino (80.0%). The median age at baseline
was 68.0 years.

Demographics were fairly well balanced among the
three SA dose groups, and were similar to those for the
overall patient population. In the combination treatment
group, all 9 patients were male and White, and 55.6%
were > 635 years of age.

20. Efficacy results

Evidence of anti-tumor activity of polatuzumab vedotin
was observed in patients with relapsed or refractory B-
cell hematologic malignancies.

Among all 95 patients on study, 36.8% (35/95) had
objective responses after polatuzumab  vedotin
treatment. Response rates were 9.5% for CR (9/95, 7 in
the single-agent (SA) 2.4 mg/kg group and 2 in the
combination 2.4 mg/kg group) and 27.4% for PR
(26/95). Among all patients with an objective response,
the median duration of response was 8.5 months (95%
CI: 4.27,13.11). In the combination 2.4 mg/kg group,
ORR was 77.8% (7/9, 2 CR and 5 PR). The median
duration of response was 12.3 months (95% CI: 4.27,




NE). At SA 2.4 mg/kg dose, ORR was 51.1% (23/45. 7
CR and 16 PR). The median duration of response was
6.2 months (95% CI: 3.25, 19.32). Among all patients,
86.3% (82/95) had PFS events; the median PES was 4.4
months (95% CI: 2.79, 5.82).

In the combination 2.4 mg/kg group, PES rate was
66.7% (6/9), with median PFS of 12.5 months (95% CI:
6.93, 17.35); in the SA 2.4 mg/kg group, PFS rate was
84.4% (38/45), with median PFS of 5.7 months (95%
CI: 2.99,7.92); in the SA 1.8 mg/kg group, PFS rate was
100% (11/11), with median PFS of 4.4 months (95% CI:
1.35,7.36); and in the SA < 1.8 mg/kg group, PFS rate
was 90.0% (27/30), with median PFS 2.4 months (95%
Cl:1.33.2.79.

Among all patients, 67 were refractory to their last
prior systemic therapy. Of these, ORR was 28.4%
(19/67) (6 CRs and 13 PRs).

Objective responses were not observed in patients with
CLL treated with polatuzumab vedotin up to 1.8 mg/kg
dose level.

Assessment of biologic markers that may act as
predictor and prognostic biomarkers of polatuzumab
vedotin anti-tumor activity is ongoing and will be
reported separately from the CSR as applicable.

21. Safety results

In the dose-escalation stage of the study, in the single —
agent (SA) 2.4 mg/kg group, 2/11 patients experienced
DLTs: Patient 13700 experienced Grade 4 neutropenia
and Grade 4 pneumonia with neutropenic fever, and
Patient 13205 experienced Grade 3 hypoxia.
Polatuzumab vedotin at 2.4 mg/kg q3w was determined
to be the recommended SA Phase II dose. In the
combination group, a DLT of Grade 4 neutropenia
occurred in 1 patient out of 9 DLT-evaluable patients.
Based on the safety of the patients in this cohort,
polatuzumab vedotin at 2.4 mg/kg q3w was deemed to
be an acceptable RP2D in combination with rituximab.
In the CLL dose-escalation cohort, 2 DLTs (Grade 4
neutropenia and Grade 4 fungal infection) were reported
at the SA dose of 1.8 mg/kg q3w. The MTD for this
dosing regimen in CLL was established, per protocol, at
1.0 mg/kg q3w.

The CLL expansion cohort was not opened to
enrollment.

In this study, AEs (any grade) were observed in all
patients. A total of 40 patients (42.1%) had at least one
SAE, and 70 patients (73.7%) had at least one AE >




Grade 3. AEs led to treatment delay in 36 patients
(37.9%), dose reduction in 11 patients (11.6%),
treatment discontinuation in 38 patients (40.0%), and
study discontinuation in 7 patients (7.4%). Overall, the
most frequently reported AEs of any grade included
neutropenia (41.1%), diarrhea (37.9%); nausea,
peripheral sensory neuropathy, and pyrexia (each
33.7%); fatigue (24.2%); and anemia and cough (each
20.0%). Grade > 3 AEs affecting > 10% of patients were
neutropenia (35.8%) and anemia (10.5%).

Grade 5 (fatal) events were reported for 10 patients
(10.5%) in the SA treatment group. There were 10
Grade 5 events, 4 of which were related to progression
of disease and not attributed to polatuzumab vedotin
treatment by the investigator; the remaining 6 events
included different clinical conditions of ascites (1),
pneumonia (1), lung infection (3) and sepsis (1). As per
the investigator, the event of ascites corresponded to
disease progression. The remaining events were
considered consistent with the clinical course for these
patients with advanced disease and were attributed by
the investigator to disease under study or concurrent
illness.

There was 1 death, with disease progression as the
primary cause, occurred outside of the AE reporting
period per the protocol; thus, was not reported as a
Grade 5 AE.

SAEs were reported in 40 patients (42.1%); of these,
the events of febrile neutropenia, pyrexia, and lung
infection (each 4 patients; 4.2%); diarrhea and
peripheral sensory neuropathy (each 3 patients; 3.2%);
neutropenia,  disease  progression,  pneumonia,
hyponatremia, and peripheral motor neuropathy (each 2
patients; 2.1%) were reported for more than 1 patient.

A total of 38/95 patients (40.0%) experienced AEs
leading to treatment discontinuation. Adverse events
leading to discontinuation of more than 1 patient
included peripheral sensory neuropathy (14; 14.7%) and
peripheral motor neuropathy (3; 3.2%). Given that the
median time to first onset of any peripheral neuropathy
(PN) event was at or beyond the time expected to
complete 8 cycles of 21 day treatment and
discontinuations occurred within 1 cycle, our current
recommendation of restricting the treatment to 6-8
cycles could be expected to reduce the incidence of AEs




leading to discontinuation due to PN and the incidence
of Grade > 2 peripheral neuropathy events.

Two patients (2.1%) discontinued because of the AE

“disease progression.” A total of 42 patients (44.2%)
experienced Grade 1-4 neutropenia-related AEs while
on study, including neutropenia (41.1%), leukopenia
(8.4%), febrile neutropenia (4.2%), neutrophil count
decreased (3.2%), and white blood cell count decreased
(I.1%).  Most of these patients (38/42; 90.5%)
experienced Grade > 3 neutropenia related AEs.
Treatment-emergent Peripheral Neuropathy (PN) was
reported in all doses, primarily at 2.4 mg/kg. The
majority of PN events were Grade 1-2 in severity;
however, 8/95 patients (8.4%) experienced Grade 3-4
PN. The median time to first onset of PN event (any
grade) and Grade > 2 PN events was 5.1 months and
7.4 months respectively, both of which are nearly
equivalent to or beyond the time expected to complete 8
cycles of 21 day treatment (~5.5 months).
Pharmacokinetc Results
After the first intravenous infusion administration of
rituximab at 375 mg/m2 to NHL patients given in
combination with polatuzumab vedotin, maximum
serum concentrations were attained at the end of the
infusion. Serum concentrations declined over the 21-day
dosing interval, with a mean terminal half-life of 13 days
and a median value of 11.4 days. Co-administration of
polatuzumab vedotin does not appear to affect rituximab
PK, by comparing to historical data.
Considering the small number of subjects (n=5) who
were tested positive for ATA, the relationship between
ATA and PK parameters could not be ascertained within
this study.

In SA dose escalation cohorts of B-cell lymphoma and
CLL patients, polatuzumab vedotin demonstrated a
trend of dose -proportional PK across the dose range
for acMMAE, total antibody, and unconjugated
MMAE. In NHL patients, for acMMAE and total
antibody, maximum concentrations were reached at the
end of infusion. Both analytes had a low Vss that was
restricted to the plasma compartment. At the 1.8 and
2.4 mg/kg dose levels, the mean values for Vss were
89.0 and 85.8 mL/kg for acMMAE and 126 and 115
mL/kg for total antibody; mean CL values were 38.2




and 23.8 mL/day/kg for acMMAE and 33.5 and 28.0
mL/day/kg for total antibody; and mean t1/2 was 5.05
and 5.20 days for acMMAE and 6.59 and 6.17 days for
total antibody. The PK properties of acMMAE and
total antibody are largely similar, as characterized by
relatively low Vss, long t1/2 and low CL, suggesting
that the disposition of the MMAE component of the
ADC appears driven by the antibody component.

Mild accumulation for both acMMAE and total
antibody was observed with q3w dosing regimen

of polatuzumab vedotin, by comparing of the exposure
of Cycle 3 to that of Cycle 1 exposures and by
estimating accumulation ratios estimated based on
trough concentrations. Steady state attainment was
mostly achieved by Cycle 5.

In NHL patients, across all dose levels, the maximum
concentrations of unconjugated MMAE occurred 2.01
to 3.73 days after ADC dosing, with a much lower
exposure compared to acMMAE. At the 1.8 and 2.4
mg/kg dose levels, maximum concentrations in Cycle |
averaged 6.82 and 8.87 ng/mL, respectively; the
corresponding mean terminal half-life values for
unconjugated MMAE were 3.95 and 3.52 days. The
delayed Cmax and the long t1/2 suggest that the rate of
elimination of unconjugated MMAE may be limited by
its release from the antibody- drug conjugate. Based on
the elimination half-life, no apparent accumulation of
unconjugated MMAE is expected for the q3w dosing
regimen of polatuzumab vedotin, which is supported
by comparison of the exposure of Cycle 3 to that of
Cycle 1 and the accumulation ratios estimated

based on trough concentrations. The PK of acMMAE,
total antibody, and unconjugated MMAE were similar,
in iNHL (FL) and DLBCL patients.

Co-administration of rituximab did not appear to affect
the pharmacokinetics of polatuzumab vedotin in B-cell
lymphoma patients (NHL).

In CLL patients, at doses between 0.25 and 1.8 mg/kg,
both acMMAE and total antibody were cleared faster
than in B-cell lymphoma (NHL) patients, potentially
due to greater target-mediated clearance in CLL
patients compared to B-cell lymphoma patients. There
is no apparent difference of unconjugated MMAE PK
in NHL vs. CLL patients. Little to no accumulation is




expected for all three analytes in CLL patients after
q3w repeated dosing.

22. Conclusion

Polatuzumab vedotin has an acceptable safety and
tolerability profile in patients with relapsed or refractory
NHL. The RP2D in these patients was 2.4 mg/kg as a
single agent and in combination with rituximab.

In SA dose escalation cohorts of B-cell lymphoma
patients, polatuzumab vedotin demonstrated a dose
proportional PK across the 0.1 to 2.4 mg/kg dose range
for acMMAE, total antibody and unconjugated MMAE,
in NHL patients. The PK of acMMAE, total antibody,
and unconjugated MMAE were similar, in iNHL (FL)
and DLBCL patients. Polatuzumab  vedotin
pharmacokinetics were unaffected by rituximab co-
administration and vice versa, in relapsed or refractory
NHL patient population. The clearance of acMMAE
and total antibody is much higher in CLL patients
compared to NHL patients. The incidence of treatment-
emergent ATA responses in patients treated with
polatuzumab vedotin as either in combination with
rituximab or a single-agent was low.

For patients with NHL, objective responses were
observed in patients who received at least one dose of
polatuzumab vedotin (at 2.4 mg/kg dose level, SA or
combined with rituximab). Objective responses were
also observed at the 1.8 mg/kg dose level; minimal anti-
tumor responses were observed at doses <1.8 mg/kg.
No objective responses were observed in patients with
CLL.

Results from this study suggest that the safety profile
of polatuzumab vedotin as a SA and in combination with
rituximab was acceptable. However further clinical
assessment is required as the number of patients treated
with the combination was too small to make any
definitive conclusions.

The overall results presented in this study warrant
further investigation in future studies on polatuzumab
vedotin as a single agent or in combination with
rituximab in patients with NHL.
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3BiT Npo KJiHiYHe BUNIPOOYBaHHSA

1. Ha3spa nikapcekoro 3aco0y (3a HasiBHOCTI -
HOMEp pPeecTpaliifHOro nocBiueHHs)

[MOJIAMBI® (POLIVY®)

2. 3asBHUK

@.Xoppmanu-Jls Pow Jita
I'pensaxepuitpacce 124, 4070 Bazens, Llseiinapis

3. BupobHuk

@ . Xoddmanu-JIs Powr JIta
Bypwmicger, 4303 Kaiicepayrct, [1IBeiinapis

4. IIpoBeneHi AOCiHKEHHA:

l TaK C Hi AKINO Hi, 00IPYHTYBATH

1) Tun nikapcbkoro 3aco0y, 3a SKUM
npoBojuiacs abo I1aHy€eThCs peecTpailis

Jlikapcbkuii 3acid 3a MOBHMM JOChE (aBTOHOMHE
JOChE), iHIMH NiKapebkuii 3acib, HOBa Jitoua peuoBHHA.

5. IloeHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHH,
KOJOBaHUI HOMep KITHIYHOrO BUNIpoOyBaHHS

Hocnimxenns DCS4968g. Binkpure, GararoueHTpose
nocnijokedHs Idasu 3  BuBueHHA Gesneku  Ta
dapmakokineTuku DCDS4501A y 3pocraroumx [03ax
npv JIiKyBaHHI MAaLi€HTIB 3 pPeUUIMBYIOHOKW abo
pedpakTepHOO B-KJIITHHHOO HEXOJDKKIHCHKOIO
nimpomoro Ta  XpoHiuHuM  JimdosneiikozoMm  Ta
DCDS4501A y komOiHauii 3 purykcumabom Tmipu

NiKyBaHHI  TMaUi€eHTIB 3  peuMIMBYHOUYOK  abo
pedpakrepHoO B-KJ1iTHHHOIO HEXO/MKKIHCbKOIO
nimdomoro.

3akmoyHMi  3BIT 1po  KIiHIYHE  JIOCIIiKEHHS

No 1062397. Bepecenn 2015 poky.

|6. @aza kniHiYHOro BUMPOOYBaHHS

1

7. Ilepion npoBeaeHHs KJIiHIYHOTO
BUNPOOYBaHHA

3 22 Gepesns 2011 poky no 18 muctonana 2014 poky
(ocTaHHi# BI3UT OCTAHHBOTO MALliEHTA)

8. Kpainu, ne npoBoaunocs KiiHiuHe
BUIIPOOYBaHHs

13 pocnigHuubkux HeHTpiB y 4 kpainax: CroonyueHi
Illtatn Amepuku (5), ®Ppanuis (4), Kanama (3) Ta
Hinepnanau (1)

9. KinpkicTb nociipKyBaHux

3annanoana: 30—50 nauienTis (dasza nigBHIIEHHS
no3u), 40-60 nauientis (¢paza pozmupenns). Bix 6 1o
12 nauieHTiB niaHyBanock B KOropTy(u) 1 y4acTi y
¢asi Ib.

DakTUYHA: BKIIOYEHO 95 nauieHTis (61— B KOroptu
MiABUILEHHSA 031 i 34 — B KOTOPTH PO3IIMPEHHS
JIO3YBaHH:).

10. MeTa Ta BTOPHHHI LiJi KIHIYHOTO
BUNpoOyBaHHA

HepBuuHi miai

Ouinutu Gesneky Ta NEPEeHOCUMICTh MOJaTy3ymaly
BEIOTUHY TpU BBEJEHHI KOKHI 3 THXKHI naijieHTam 3
peunauByrouord abo pedpaxkrtepHor B-KIiTHHHOIO
HeXO/uKKIHChKo0 JiMpomoto (HXJI) Ta XpoHiuHHM
nimdoneiikozom (XJLIT).

Ilepexia BipHuH




Bceranosutu makcumaneHy nepexocumy aosy (MITJT)
Ta  jgosonimitytoui  TokchuHi  edextn  (JUIT)
nonarysymalby BEJOTMHY TMpPH 3aCTOCYBAHHI KOXKHI
3 Twxni nagienram 3 HXJI ta XJIJL

Ha niacrapi nanux mwopo Gesneku, GpapmMakoKiHETHKH
(PK) Ta  dapmakogunamiku (®J]) BH3HAUMTH
pexomenzmoBany Juis Il dasu  nocnimkeHHs  mo3y
nonarysymady BejoTHHY As nauienTis 3 HXJI ta XJIJIL.

Ouinnty Ge3neKky Ta mepeHOCHMIcTh MoaaTy3ymaly
BEJIOTHHY y KoMOiHauii 3 puTykcumaboMm npu
3aCTOCYBaHHI TNallieHTaM 3  peuuaMBYIOUOK0  abo
pedpakteproto HXJI.

Bropunni nini
iJ1i 010 BUBYEHHS Oe3neKu:

Ouinuty 4yactoTy yTBOpeHHs antutin (ATA) mo
nojary3ymaly BeJOTHHY.

Lini mo10 BMBYEHHSs (apMaKOKIHETHKH:

1) OXapaKTepU3yBaTH (apmMakoKiHeTHKY
nonary3ymaby BeJIOTHHY y MALi€HTIB 3 PeLMIMBYIOUOLO
abo pedpaxreproro HXJI ta XJIJI;

2) OXapakTepH3yBaTH tapmakokiHeTHKY
nojary3ymaby BEeJOTHMHY Ta puTyKcumaly micis
BBEICHHS MosaTy3ymaly BeJOTHHY Yy KomOiHauii 3
pUTYKCHMMaboM MallieHTaM 3  peldauBYI040l0  abo
pedpaxrepHoro HXIJIL.

Llini 1010 BUBYEHHS aKTHBHOCTI:

1) 3paificHUTH TNOMEepenHIO OLIHKY MPOTHIYXJIMHHOT
aKTHBHOCTI 10J1aTy3ymaly BEJOTHHY Yy Talli€HTiB 3
peunauByouoto ado pedpakreproro HXJI ta XJIJI,

2) 3AIHCHHUTH MNONEPEJHI OLIHKY MPOTHITYXJIHHHOT
aKTHBHOCTI Tojaty3ymaly BelOTHHY y KomOiHawii 3
pPUTYKCHMMabOM y NalieHTIB 3 peLUAMBYIOUOK abo
pedpaxreproro HXJI.

11. Tuzaiin kniHiuHOrO BUMPOOYBaHHS

bararouentpose, Bigkpute aocnimkenHs Idasu i3
MiJBHULIEHHAM J03H.

12. OcHOBHI KpuTepil BKJIIOYEHHSA

HasBHicTb B aHaMHe3i OJHOTO 3 HaBeJEHHX
TiCTONOTIYHO i ITBEPVKEHUX remMaToJIoriyHux
3MOSKICHAX ~ HOBOYTBOPEHb, [0, SK OUIKyEThCH,
excrpecyioTh antureH CD79b 1 nna skux He icHye
BiNOBIHOT Teparii, HaNpaBleHOT Ha BHJIIKOBYBaHHS,
abo Tepamii GiNblI BMCOKOrO NpPiOPUTETY (HANpPUKIAL,
CTaH/lapTHa XiMioTepanis, ayToJioriyHa TpaHCIIaHTAaLlis
crosbyposux KkiTHH): iHgonentai HXJI (y Tomy umcni
¢onikynspua nimpoma 1-3acranii [PJI]; aimpoma
MapriHajibHOi 30HHM [y TOMY uMCJIi  Cesie3iHKOBa,

IMepexnan BipHuit
Kynpsaseus €.B.




HOJaNbHA Ta eKCTpaHojanbHal; Ta JiMdpoma 3 MalHx
nimdpouutis), @JI 3b crapii, nudysHa B-penukokTiTHHHA
nimpoma (JABBKII), nimdoma 3 kiIiTHH MaHTIiiHOT 30HH
abo XJIJL

13. ocnipkyBaHuii TikapchKuii 3acio, crnocio
3acTOCyBaHHs, CHIa Ail

[Nonaryzyma6 Benorun (DCDS4501A)/RO5541077.

JlocnimkeHHs DCS4968¢ MPOBOAMIOCEH i3
3actocyBaHHaAM 100 Mr Jsikapcekoro 3acoly y piikiid
(opmi, BUrOTOBJIEHOTO 3 Ait04oi peyoBuHu v0.1.

CymapHa J103a nosaty3ymady BeJOTUHY [/ KOMKHOTO
rnavieHTa 3ajesxana BijJi Npu3HavYeHHs PiBHs 1034 TA MacH
Tina nauienra B aeHb 1 nukny 1 (abo nporsrom 96 roauu
ao aua 1l wmuxay 1). CymapHy m[o3y mnosaary3symady
BEJOTHHY KOPHUI'YBAJlM JUIsi HACTYITHHX BBe/IeHb Yy pasi
3MiHM MacH Tia naiieHta Ha > 10 % Bia mo4aTkoBol.
[Tonaryzyma® BeJOTMH BBOAMIM TAI[i€EHTAM ULIIXOM
BHYTPiLLHBOBEHHOT ingy3ii KOJXHi 3 THIKHI.
Jlo3BosiAoCs KOpUTryBaTH LUKI BBEACHbL 10 > 28 JHIB.
CepenHe yucno LMKIIB JIKyBaHHsA, OTPUMaHUX YciMa
nauieHTaMH ctaHoBuio 4,0.

14. Ilpenapat nopiBHAHHSA, 1034, CIOCIO
3aCTOCYBaHHsA, cHia Ail

He 3acTocoBHO.

15. CynyrHs Tepanis

CynyTHs Teparis Bkitovana Oyap-aki peuentypHi abo
OespeuienTypHi Jikapchki 3acobu, sSKi OTpUMYBaB
nauieHT Bia 7 AHIB 10 CKPUHIHIOBOTO 0OCTEXKEHHS Ta 10
OCTaHHBOTO Bi3UTY B paMKax JOCIiIKeHHS.

[lpo Bce cynyTHe JiKyBaHHA  TOBiZOMJISLIIOCA
JOCHIZHUKY Ta 3alUCyBAJIOCs Y Bi/INOBIIHY €JIEKTPOHHY
inauBinyansHy kaptky (eCRF).

IManienTn, SAKI 3aCTOCOBYBAJH opabHi
KOHTpaleNTUBH, FOPMOHANBHY 3aMicHy Tepamito abo
IHIIY MiATPUMYBaNIbHY Tepanito, MOTJIH MPOIOBKUTH iX
npuiioM. CynyTHE 3aCTOCYBaHHS TI'€MOINOETHYHUX
(haKkTOpiB poCTy IO3BOJISIIOCH 3T1AHO 3 IHCTPYKUIAMHM 1151
MEJIHYHOIO 3aCTOCYBaHH:.

[MTaujenTaM, y SKUX CIOCTEpIirajgocs TmOB’si3aHE 3
iHpy3iero  monary3ymaly  BEIOTHHY  MiJBHILEHHS
Temneparypu Tina >38,5°C abo iHmi He3HauHi
cuMnToMu  iHQy3iliHMX ~ peakuiii, MoxkHa ~ Oyno
3aCTOCOBYBATH CHMITOMaTHYHE NiKyBaHHS
aueramiHodeHom/napaueramoniom (> 500 mr) Ta/abo
aHtaronicramu Hi- Ta Ha-rictamiHoBUX pelenTopis
(nanpuknan,  audenrigpamin,  panituaun).  [lpu
BMHUKHEHHI cepiio3HuX iH(Qy3iHHUX ycKiaaHeHb, LIO

MPOSIBJISUTUCS  3a/IMILIKOIO, ApTepialbHO0 TiloTeHsiero,

Tlepexna BipHHA
Kyjpssennb €.B.
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CBUCTAYMM JMXaHHSM, OpPOHXOCTA3MOM, TaxiKapaielo,
SHWKEHHAM HAaCHYEHHS KWUCHeM abo po3najamu
JMXaHHs, MoOXHa Oyl0 3acTOCOBYBAaTH JOJAaTKOBE
MiATPUMYBaJIbHE NiKyBaHHs (Hanpukaj,
OKCHTreHOTeparis, 2-aroHicTu, Ta/4u KOPTHKOCTEPOIaH)
3a HAABHOCTI KJIIHIYHMX T[OKa3aHb BiAMOBigHO 10
CTaHAapTHOT KJIiHIYHOT NPAKTHKH.

MennkameHnTo3Hy npodinakTuky iHdy3iHHMX peakuiit
(30kpema, aneraMiHo(eH/napaleTamol, aHTUriCTaMiHHi
3acobu, Ta/abo KOpPTHKOCTEpOinM) MoxHa Oyio
posrnoyarH B Oy Ab-KHI MOMEHT JOCIi JUKEHHS, OCKIILKH
BCTaHOBJIEHO, IO 1I€ € KOPUCHUM JUIsi TALlieHTa 3 OTJIA Y
Ha crocTepexeHHs iHQy3iMHUX peakuid y 3Ha4HOL
kinekocTi mauieHtiB. [laumieHtam 3 apTepianbHOIO
rinorensiero 3 crynmeHss abo JIMXOMaHKOK IEpen
TMIOBTOPHUM JIIKyBAaHHSM [POBOJMIACE TIPEMeNUKaLlis.
[lamieaTaM 3  aprepiajbHOI  TIMOTEH3i€l0, 11O
notpebyBaa 3aCTOCYBaHHA CYIHHO3BYKYIOUHX 3ac00iB,
3 CBHCTAYUM IAXAHHAM, rinokcieio abo
reHepei30BaHOK KPOMUB’ IHKOIO 3 CTYMEeHs BiAMiHAIM
JOCHipKYBaHUH JliKapebkuid 3aci® npu nepuii nossi
peakiiii.

16. Kpurepii ouinky e()eKTUBHOCTI

[IpoTunyx/jMHHA AKTHBHICTH: 4YacToTa 00 €KTHBHOI
pignogigi (YOB), tpuBanicte Bignosiai (TB) Ta
BHKMBaHiCcTh 6e3 nporpecysaHHs (BBIT)

17. Kpurepii ouiHku 6e3nexu

Yacrota Hebakanux sapum (HS) (y Tomy wumeni
cepiiosuux HS [CHS] ta JJIT), neransHuX BUNAZKIB,
naboparopui napamerpu, EKI, OCHOBHI NOKa3sHMKU
HUTTELiAILHOCTI, iMYHOTEHHICTh Ta BITJIUB
JOCITIPKYBAHOTO JTiIKYBaHH.

18. CratucTU4yHI METOIH

He MPOBOIUIIOCH ¢dopmanbHOT neperipku
CTaTHCTHUYHOI FMoTe3H, 3aCTOCOBYBAJIMCh JIULLIE OITUCOBA
CTATUCTHUKA Ta NOUIYKaBa MepeBipKa rinoTesu.

19. JlemorpadivyHi NOKa3HUKH AOCIIXKYBaHOT
nonyJasiuii (craTh, Bik, paca, TOLLO)

Cepen ycix mauieHTiB OibIIICTE CTAHOBHMIIN YOJIOBIKH
(70,5 %), BikoM = 65 pokiB (63,2 %), eBponeoifHoi pacu
(80 %) Ta He icmaHchbKoro abo NaTHHO-aMEPUKAHCBKOIO
noxomkeHHs (80 %). Cepeanili Bik Ha [0o4aToOK
JOCIIiPKEHHS] CTAHOBUB 68 POKiB.

Jlemorpadiuni nokasuuku Oynu  Jpocute  106pe
30anaHcoBaHi  cepel  TPbOX  rpyn  J03yBaHHsA
MOHOTepanii, i Oyiu noAiOHUMM 10 TaKUX B 3arajbHii
nonyJsiuii naiiexTiB.

V rpyni komM6GiHOBaHOTO JiKyBaHHA yci 9 maijieHTiB
Oyau yonoBiKaMu eBporeoigHoi pacu Ta 55,6 % 3 HHX
Oynu BikoM > 65 poKiB.

Tlepexnan BipHui
Kynpsseub €.B.




20. Pe3ynbTaTi e(peKTUBHOCTI

[linTBepLKeHHs NPOTHUITYXJTUHHOI AKTUBHOCTI
nosaty3ymaly BEJOTHHY CIIOCTEpirajocs y nauieHTis 3
peunauBylOUnME abo pedpakTepHUMH B-KIITHHHHMH
reMaToJIOTIYHUMH 3JI0AKICHUIMHM HOBOYTBOPEHHIMH.

Cepen ycix 95 BKIIOUEHUX Y AOCIHI/UKEHHS MNAL€HTIB
00’ €KTHBHA BiJMOBIIb MiC/A JIiKYBaHHA MoJaTy3yMaboM
BEJIOTHHOM 3apeecTpoBana y 36,8 % (35/95) nauieHTis.
Yacrora I1B cranosuna 9,5 % (9/95, 7 nauienris y rpyni
MoOHoTepanii o300 24 mMr/kr i 2 — y rpyni
KOMOIHOBAHOTO JIIKYBaHHS 103010 2,4 MI/KT) Ta 4acToTa
YB - 274% (26/95). Cepen ycix nmnauieHTiB 3
00’ €KTUBHOIO Bi AMOBI IO CEpe/IHsA TPUBAICTh BiANOBIA]
craHoBuna 8,5 micauis (95 % II: 4,27-13,11). ¥ rpyni
KoMOiHOBaHOro JikyBaHus fnosor0 2,4 mr/kr OB
cranosuna 77,8 % (7/9, y 2 nauienrie [1B ta y 5 — UB).
Mepniana TB cranosuna 12,3 micaua (95 % OI: 4,27-
HEMOMKIIMBO BU3HAYUTH). [pu 3aCTOCYBaHHI
moHoTepanii go3ot0 2,4 mr/kr YOB cranosuna 51,1 %
(23/45, y 7 nauientiB I1B ta y 16 — UB). Meniana TB
craHoBmia 6,2 micaug (95 % I 3,25-19,32). V 86,3 %
(82/95) Bix 3aranpHOT KiAbKOCTI MAlLi€HTIB BiJMI4eHO
nonii BBII; menmiana TpuBanocri BBIl cranoBuna
4.4 micaua (95 % MI: 2,79-5,82).

V rpyni koMGiHOBaHOrO NiKyBaHHA 103010 2,4 MI/KT
yactotra BBIl cranoBuna 66,7 % (6/9), npu usomy
meaiana tpusaiocti BBII cranoBuna 12,5 micauis (95 %
JI: 6,93—17,35); y rpyni MoHoTepanii 103010 2,4 Mr/Kr
yactora BBII cranosuna 84,4 % (38/45), npu 1pomy
megiana Tpusanocti BBIT cranoBuna 5,7 micaus (95 %
OI: 2,99-7,92); y rpyni MoHoteparii go3ow0 1,8 Mr/kr
yacrota BBIl cranosuna 100 % (11/11), npu upomy
meniana BBII cranosuna 4,4 micsus (95 % I 1,35-
7,36); i B rpyni MoHoTeparii 103010 < 1,8 MI/Kr yactora
BBI1 cranoeuna 90 % (27/30), npu ubomy Meaiana BBI1
cra”oBuna 2,4 micaug (95 % JI: 1,38-2,79).

Cepen ycix nauieHTiB 67 ocid Oyau pedpakrepHumMu 10
OCTaHHBOT CHCTEMHOI  Tepamii, 10 mepexyBana
nocaipkenHo. Cepen nux YOB cranosuna 28,4 %
(19/67) (y 6 nauienris [1B Ta y 13 — YB).

O6’exTHBHA Bi/INOBib HE CriOCTEpiranacs y naiieHTiB
3 XJUI, ski oTpumyBanu nojaryzymad BEJOTHH 03010
1o 1,8 mMr/kr.

Ouinka OioNOTiUHMX MapkepiB, AKi MOXKYTb OYyTH
NPeAUKTOpaMH Ta NPOrHOCTHYHMMM OiomMapkepamu
NPOTUITYXJIMHHOT aKTUBHOCTI MOJATy3yMady BeJOTHHY,
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TpUBae, i pe3ynsTaTi GyAyTh MOBiIOMIIEHI OKPEMO Bil
3BIiTY MpO KITiHiYHE B 32 HEOOXIAHOCTI.

21. Pe3ynbTatn 6e3nexu

Ha erani nigBMINEHHS A03M JAHOTO JOCHi/KEHHA B
rpyni MoHoTeparii 103010 2,4 Mr/kr y 2 3 11 nauientis
cnocrepiranucs JIT: y nauienra 13700 cnocrepiranacst
HeliTporieHis 4 cTyneHs i TNHeBMOHis 4 cryneHs 3
HEeHTPONEHIYHOK JMXOMaHKolo, Ta y mauieHra 13205
criocTepiranacs rirnokcist 3 cTyneHs.

o3y nonary3symaly BeOTHHY 2,4 MI/KT KOXHi
3 TikHi Oysn0 BHM3HAUEHO SK PEKOMEHJOBaHy JA03Y
MOHOTepanii s BUBYCHHS B AociimkeHHi II gasu. ¥V
rpyni komGinosaHoro aikysauus JUJIT 'y  dopmi
HeliTporneHii 4 crynens 3adikcoBaHo y 1 3 9 nauienris,
akux obcrexxysanu Ha npeamet JUJIT. Ha nifcragi janux
mopo Oesmexku B Lili  Koropri NaulieHTIB  103a
nojaTysymaby BeAOTHHY 2,4 MI/KI KOXHi 3 THKHI
BBaXKajacs NPUHHATHOIO Y SIKOCTI PEKOMEHI0BAHOT 1031
A1 BUBUeHHs y mocimxenHi II gasu y xomOiHauii 3
PUTYKCUMaOOM.

V koropri nauienris 3 XJ1JI, skum nijuiLysanm 103y,
nopigomneno mnpo 2 sunaaku JJIT (uelitponenis
4 crynenss Tta rpubkoBa iHQexuis 4 cTyneHs) npu
3aCTOCYBaHHi MoHOTepamnii 103010 1,8 MI/Kr KoxkHi
3 TwkHi. 11 Uporo pexkuMy A03yBaHHS 3a NPOTOKOJIOM
nns nauientis 3 XJIJI 6yna BeranosieHa MITJL 1 Mr/kr
KOJHI 3 THXKHI.

Koropra nauieHTis 3 XJIJI a1 po3mMpeHHs 103yBaHHs
He OyJa BijiKpuTa Juis Habopy.

V usomy pochimxenni HA (Oynp-sikoro cryness)
crmocTepiranmics B yciX  maunieHTtiB.  3araiom Y
40 nawjentis (42,1 %) cnocrepiraBcs 1oHaiiMeHLIe
onHe CHS Ta y 70 nauientiB (73,7 %) crnoctepirases
uoHaiivmenine oaHe H >3 crynens. HS npuseenn o
BificTpoueHHs Teparii 36 nauieHram (37,9 %), 3HKEHHS
no3u 11 nawienram (11,6 %), nepemyacHoi BiAMiIHH
nikyBaHHs 38 nauientam (40 %) Ta mnepeguacHoro
BUOYTTA 3 nochimkeHHa y 7 Bunaakax (7,4 %). 3aranom
Haiibinem vactumu HS Oyap-skoro crynens Oynu
HeiiTponenia (41,1 %), niapes (37,9 %), Hynora,
nepudepuyHa ceHcopHa HeHpomaTis Ta MiJBUILEHHS
temnepatypu  (y  33,7%  BuUnmaakax — KOKHHIA);
cromtoBaHicTs (24,2 %); anemis Ta xawenb (y 20 %
BUNaJKIiB KokHUM). HA >3 cryneHs, 10 BHHUKIH Y
> 10 % mauienris, 6ynu HeiiTponeHis (35,8 %) Ta aHemis
(10,5 %).

Tlepexoan BipHAH
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[TogijjoMaeHo npo sBUIA 5 cTyneHs (3 J€TalbHUM
Hacaijkom) y 10 naujenrie (10,5 %) rpynu monoTepartii.
3apeectpoBaHo 10 mogiii 5 crynens, 4 3 Axkux Oynm
MOB’sI3aHi i3 TMPOrpecyBaHHsAM 3aXBOPIOBAHHA Ta He
pO3rMIAAANKCE JOCHITHAKOM SK HACHi/IKM JiKyBaHHs
nojaTy3ymaboM BEIOTUHOM; iHLII 6 SBUIL BKIHOUAIH
pi3Hi kniHiyni cranu: acuur (1), nHeBMoHis (1), nerenesa
indexuis (3) Ta cencuc (1). Ha 1yMKy f1ocnifiHMKa, aCLIUT
OyB OB’ A3aHKUM 3 IPOrPeCcyBaHHAM 3aXBOPIOBaHHS. [HIIi
gapuina OyiM po3IiHEeHi SK Taki, L0 BiANORBiJAIOTH
KJIiHiYHOMY mepebiry po3rnoBCIOUKEHOro 3aXBOPIOBaHHS
UMX nNauliedTiB, Ta Oyn1M MOB’A3aHi JOCHIHUKOM i3
JOC/IKYBAaHUM  3aXBOptoBaHHAM a0o 3  CymyTHIM
3aXBOPHOBAHHSIM.

OnuH BUMAJOK CMEpTi BHACHIIOK NpPOrpecyBaHHs
3aXBOPIOBAHHA SK OCHOBHOI NPHYMHM CTaBCsA 11032
nepiogom peectpailii H 3a npotokonaom; Tomy, npo e
BUNAI0K He nmoBigomisiock sk rpo [1E 5 crynens.

IMoginomneno npo CHA y 40 nauienTis (42,1 %); 3 HUX
¢debpunbHa HEHTPONeHis, MiJABUILEHHS TeMIepaTypH
Tina Ta nerenesa iHdexuis (KOXHHWH Y 4 maiieHTiB;
4,2 %); niapes ta nepudepuyHa ceHcopHa Heipomnaris
(kokHuii  y 3 mauenTiB; 3,2 %);  HelTponeHis,
nporpecyBaHHs 3aXBOPIOBAHHS, MTHEBMOHs,
rinoHarpieMis Ta nepudepuyHa MOTOpHa Heiponaris
(xoxHul y 2 nauientiB; 2,1 %) 3apeectpopaHi Oinblie
Hix y 1 nauienra.

3aranom y 38 3 95 nauientie (40 %) cnocrepiranucs
HSl, mo npusBenu A0 nNepeayacHOro MNPUNMHEHHS
nikyBaHHs. [loGiuHuMMK edekramu, WO NpU3BenH A0
nepeyacHoro MPUIMHEHHS JiKyBaHHA Oinble HiX y
1 nauienra, Oynu nepudepuuna ceHcopHa Heliponaris
(14; 14,7 %) Ta nepudepuyHa MoTopHa Heiponaris (3;
3,2 %). Bpaxopyroumu, mo MeJiaHa yacy A0 mepuol
nosieM Oyab-sikoi dopmu nepudepuuHoi HelponaTii
npunajzaia Ha MOMEHT Oqil(yB&HOFO 3aBEPIIEHHA BOCBMH
21-aeHHMX LMKJIIIB JiKyBaHHs abo nicis HbOro, i BiaMiHa
nikyBaHHs BiaOyBanmacs nporaroM 1 nukiny, Hama
pekoMmeHpalis OOMEXHUTH JiKyBaHHA 6-8 uMKIaMH,
MOKJIMBO, 3MEHLIUTh Yacrory HS, mo npusBoasats a0
nepejayacHoi BiZMiHM JiKyBaHHsS 4epe3 Heiiponariio, a
TaKO0’K 4acTOTy nepuepudHoi HeitponaTii > 2 cTymneHs.

Jlea mnauienta (2,1 %) nepead4acHo MPUITMHWIIK
nikyBaHHs yepe3 HS «rporpecyBaHHs 3aXBOPIOBAHHS.
3aranom y 42 nauieHTiB (44,2 %) nix yac AocyiHKeHHS
cnoctepiranucss  HSl  1-4 crynmens, nop’sa3aHi 3
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Heiftponenielo, y Tomy umcni Heitponesis (41,1 %),
neiikonewnis (8,4 %), dpebpuibna uHeiTponenia (4,2 %),
3HMKEeHHs uMcna Heitpodinie (3,2 %) Ta nefiKouuris
(1,1 %). V 6Ginswocti uux nauieHtiB (38/42; 90,5 %)
cnocrepiranucs  HSl >3 crynmens, moB’s3aHi 3
HeHTPOMEHIEIO.

[lepudepruna HelponaTis, fAKa BHUHMKIA MICHA
MoYaTKy JiKyBaHHs, 3apeecTpoBaHa MPH 3acTOCYBaHHI
ycix J103, HacamIiepe]1 Py 3aCTOCyBaHHi 1034 2,4 MI/KT.
V GinblocTi BUNAAKiB nepudepuyHa Hedponaris Oyna
1-2 cTynens TsOKKOCTI; oaHaK y 8 3 95 mauienTis (8,4 %)
BHHMKIA nepudepuuHa Heliponatia  3—4 cTyneHs.
Meniana uacy Ji0 nepimol TMOABM nepudepuyHoi
Heiiponatii (OyJb-KOTO CTyneHsA) Ta = 2 CTYMNEHA
craHoBuna 5,1 micsus Ta 7,4 Micslg BiiMoBiaHO, i B 000X
BUIIAJKaX Maibke jopiBHioBana abo Oyma Oinblie
OYiKyBaHOTO 4acy, HeoOXiJHOro [/ 3aBEpLICHHSA
BOCBMH 21-/IeHHHX IMKJIIB JiKyBaHHs (~5,5 MicsLs).

22. BUCHOBOK (3aKJIHOUEHHS)

[Tonary3ymab BeAOTHH Mae TNPUIAHATHHUH npodiib
Ge3neKu Ta epeHOCUMOCTI TIPH 3aCTOCYBaHHI MaLjieHTam
3 peuuauBylouowo  abo  pedpaxrepHoro  HXJL
PekomennioBana jo3a A pochimkeHusa Il dpasu 3a
YYacTIO LMX Nalli€HTiB cTaHoBWa 2,4 MI/KI y SIKOCTI
MOHOTepanii Ta y KoMOiHaLiil 3 puTyKCHMaboMm.

V koroprax MiJABHILEHHS JO3M TMpPH 3aCTOCYBaHHi
MOHOTeparii mnaiieHTaM 3 B-kiaiTMHHOW JiMbOMOKO
nonaty3symab BeJJOTHH MPOJEMOHCTPYBAB MPOTOPLiHHY
no3i ¢apMakokiHeTHKy B Jiamasoni po3 Big 0,1 1o
2,4 mr/xr wono acMMAE, cymapHMX aHTHUTIT Ta
HekoH’toroanoro MMAE y nauientiB 3 HXIJL
®apmakokiHetuka acMMAE, cymapHMX aHTHTIn Ta
HekoH torosaHoro MMAE 6yina noibHO0 y nauieHTis 3
inponentauMun HXJI  (®JI) Tta JIBBKJI. Ha
thapmakoKiHeTHKY nojiaTy3ymaly BeOTHHY Y Malli€HTIiB
3 peuuauByiouoo abo pedpaxrepHoro HXJI e Bnansano
OJIHOYACHE 3aCTOCYBaHHS PUTYKcHMaly, Ta HaBMIaKH.
Knipenc acMMAE Ta cymMapHMX aHTUTI HabaraTo
Ounplumid y nauienrtis 3 XJIJI, nix y nauientis 3 HXJL
YacToTa yTBOpEHHS AHTHTIN JI0 JiKapchkoro 3acoly
nicis o4arTKy JiKyBaHHs Oy/ia HU3LKOIO y NALiE€HTIB, AKi
OTPUMYBAJIH ToJaTy3ymMad BeJOTHH AK Yy KoMmOiHauii 3
purykcumabom, Tak i B MOHOTeparii.

V rpyni nauientie 3 HXJI o6’exTuBHa BiAMOBiAb
crioctepiranach y  Malli€HTiB, fAKi  OTpUMalu
LOHaliMeHIlIe OJHY 403y MoJjlaTy3ymady BelOTHHY (Ha
piBHi 2,4 Mr/kr, B MoHoTepamii a6o B komOiHauii 3
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purykcumabom).  OG’eKTHBHA  BilNOBIABL  TAKOK
criocTepiranach [Mpv 3acTOCYBaHHi J03W Ha piBHI
1,8 Mr/kr; MiHiManbHa TPOTHUITYXJMHHA  BiATNOBIJB
criocTepiranach mpu 3actocyBaHHi 03 < 1,8 mr/kr. ¥V
nauientie 3 XJIJI  o6’exkruBHAa  BiAMOBiAL  HE
criocTepiranacs.

Pe3y ibTaTH LIbOTO J0CII IKEHHS CBi14aTh, O Npodiib
Gesneku  ronaTysymaby — BEJOTHHY Yy  PEXHMi
MoHoTepanii Ta y komGiHauii 3 putykcumabom Oy
npuitHaTHuM. OnHaK HeoOXifHa mojanbia KIiHivYHA
OLHKA, OCKINbKM KiJIbKICTh MALIi€HTIB, Ki OTpUMYBAJH
koMGiHOBaHe JiKyBaHHs, OyJa 3aHa/ITO MaJolo s TOro,
106 3po6uTH Gy Jb-5IKi OCTATOUHI BUCHOBKH.

3arajibHi pe3ylbTaTH, HaBECH] B LIbOMY JOCIiPKEHHI,
CBiUaTh NpO HEOOXiJHICTh MPOBEJECHHA MOAANBLINX
JOCTiIKEHb 3aCTOCYBaHHs MoJaTy3yMaly BEIOTHHY Y
peskuMi MoHoTepanii a6o y komGiHauii 3 puTyKCHMaboM
nauientam 3 HXJL

BnacHMK peecTpalliifHOro NnocBiueHHs (3asABHUK)
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Clinical Trial Report

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

POLIVY®

2. Applicant

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

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg 4303 Kaiseraugst, Switzerland

4, Trials conducted:

: § yes no If not, substantiate

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

New active substance (AS)

5. Full name of the Clinical Trial, clinical trial
code

Study GO29044. A Phase Ib/II Study Evaluating the
Safety, Tolerability and Anti-Tumor Activity of
Polatuzumab Vedotin (DCDS4501A) in Combination
With Rituximab or Obinutuzumab, Cyclophosphamide,
Doxorubicin, and Prednisone in Patients With B-Cell
Non-Hodgkin’s Lymphoma.

Final Report No. 1095535, October 2019.

6. Clinical trial phase

Ib/I1

7. Period of the clinical trial

First Patient Enrolled: 29 November 2013.
Last Patient Last Visit: 20 December 2018.

8. Countries where the clinical trial was
conducted

11 study sites: France (4 centers), United States
(7centers)

9. Number of study participants

planned: 84-90 patients

actual: a total of 85 patients were actually enrolled;
however, due to a data transfer error from IXRS to
RAVE, data for 1 patient was not captured. As this
patient did not receive any study medication, only the
intent-to-treat (ITT) analysis population was affected
and data were captured for 84 patients (3 patients in the
R-CHP treatment regimen non-DLBCL group, 51
patients in the R-CHP treatment regimen DLBCL
group, 5 patients in the G-CHP treatment regimen non-
DLBCL group, and 25 patients in the G-CHP treatment
regimen DLBCL group).

10. Goal and secondary objectives of the clinical
trial

Primary:




To assess the safety and tolerability of the combination
of polatuzumab vedotin (pola) with rituximab,
cyclophosphamide, doxorubicin, and prednisolone or
prednisone (R-CHP) or obinutuzumab,
cyclophosphamide, doxorubicin, and prednisolone or
prednisone (G-CHP) administered to patients with B-
cell non-Hodgkin’s lymphoma (NHL) and to determine
the maximum tolerated dose (MTD) and schedule for
polatuzumab vedotin given in combination with R-CHP
or G-CHP to patients with B-cell NHL.

Secondary:

- To characterize the pharmacokinetics of
polatuzumab vedotin, cyclophosphamide, doxorubicin,
and rituximab or obinutuzumab in patients when given
pola+R/G-CHP.

- To make a preliminary assessment of efficacy as
measured by complete response (CR) rate determined
by positron emission tomography (PET)-computed
tomography (CT) scan of pola+R/G-CHP administered
to patients with previously untreated diffuse large B-cell
lymphoma (DLBCL) in the expansion phase of the
study.

- To make a preliminary assessment of efficacy when
polatR/G-CHP are administered in combination to
patients with previously untreated DLBCL, as measured
by objective response (OR) rate, CR rate as determined
by CT scan, duration of response (DOR), progression-
free survival (PFS), event-free survival (EFS), and
overall survival (OS).

- To assess the immunogenicity of polatuzumab
vedotin and obinutuzumab, as measured by the
formation of anti-drug antibodies (ADAs).

- To assess the potential relationships of such ADA
(anti-polatuzumab  vedotin or anti-obinutuzumab
antibody) formation with other outcome measures (e.g.,
pharmacokinetics, efficacy, safety).

11. Design of the clinical trial

Open-label, dose-escalation Phase Ib/II study with
escalating doses of polatuzumab vedotin in combination
with a standard regimen of an anti-CD20 antibody+
chemotherapy without vincristine (R-CHP or G-CHP)
in patients with B-cell NHL

12. Main inclusion criteria

Adult (age > 18 years) patients who had confirmed B-
cell NHL in the dose-escalation portion of the study and
previously untreated patients with DLBCL in the dose-
expansion portion of the study




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

Polatuzumab vedotin, rituximab, obinutuzumab,
cyclophosphamide, doxorubicin, and prednisone.

Polatuzumab vedotin was a liquid solution composed
of 10 mg/mL polatuzumab vedotin in L-histidine
acetate, sucrose, and polysorbate 20, pH 5.5.

Patients received treatment of polatuzumab vedotin
(DCDS4501A) in combination with one of two
immunochemotherapy regimens: R-CHP or G-CHP.
Patients received a total of six to eight cycles of
pola+R/G-CHP. A standard cycle was 21 days in
duration per protocol. The starting dose level for
polatuzumab vedotin was 1.0 mg/kg. Polatuzumab
vedotin was administered to patients by IV with use of
syringes and syringe pumps.

Six to eight cycles of rituximab at 375 mg/m2 or

obinutuzumab as an absolute (flat) dose of 1000 mg was
administered by IV. CHP chemotherapy consisted of

cyclophosphamide (750 mg/m2 administered IV on Day

1), doxorubicin (50 mg!m2 administered IV on Day 1)

and prednisone or prednisolone (100 mg/day by mouth
on Days 1-5). These regimens were administered every
21 days (or over 28 days for those patients who
experienced toxicity that necessitated an extended cycle
duration).

14. Comparator, dose, method of administration,
strength

Not applicable

15. Concomitant therapy

Rituximab-CHP (R-CHP) + polatuzumab vedotin

R-CHP Treatment Regimen — non-DLBCL

The most commonly (> 3 patients) taken concomitant
medications included: 5-HT3 antagonists (3/3),
analgesics  (3/3), antihistamines (3/3), colony
stimulating factors (3/3), proton pump inhibitors (3/3),
and steroids (3/3).

Two patients (2/3) had at least one previous
chemotherapy treatment. Both patients received
rituximab; 1 patient received rituximab in combination
with cyclophosphamide, vincristine and prednisone
(CVP) and 1 patient received rituximab monotherapy.

R-CHP Treatment Regimen - DLBCL

The most commonly (=50 % of patients) taken
concomitant medications included: analgesics (46/50;
92.0 %), antihistamines (45/50; 90.0 %), colony
stimulating factors (44/50; 88.0%), 5-HT3 antagonists
(37/50; 74.0%), steroids (37/50; 74.0%), supplements




(33/50; 66.0%), proton pump inhibitors (32/50; 64.0%),
opioid analgesics (28/50; 56.0%), anticoagulants
(27/50; 54.0%), antiviral agents (27/50; 54.0%),
antigout agents for hyperuricemia (26/50; 52.0%),
antiemetics (25/50; 50.0%).

No patients in the R-CHP treatment regimen, DLBCL
group had previous systemic lymphoma therapy.

Obinutuzumab-CHP (G-CHP) + polatuzumab

vedotin

G-CHP Treatment Regimen — non-DLBCL

The most commonly (= 3 patients) taken concomitant
medications included: benzodiazepines (4/4), opioid
analgesics (4/4), 5-HT3 antagonists (3/4), antigout
agents (3/4), and antihistimines (3/4).

No patients in the G-CHP treatment regimen, non-
DLBCL group had previous systemic lymphoma
therapy.

G-CHP Treatment Regimen — DLBCL

The most commonly (=50% of patients) taken
concomitant medications included: antihistamines
(18/25; 72.0%), 5-HT3 antagonists (17/25; 68.0%),
supplements (17/25; 68.0%), colony stimulating factors
(15/25; 60.0%), steroids (15/25; 60.0%), analgesics
(14/25; 56.0%), and antigout agents (13/25; 52.0%).

No patients in the G-CHP treatment regimen, non-
DLBCL group had previous systemic lymphoma
therapy.

16. Efficacy evaluation criteria

Complete response (CR) rate by CT scan with and
without PET, objective response (OR) rate, duration of
response (DOR), progression-free survival (PFS),
event-free survival (EFS), and overall survival (OS); all
assessed by the investigator.

Pharmacokinetics:

Individual serum and/or plasma concentrations of
polatuzumab vedotin analytes (antibody-conjugated
mono-methyl auristatin E [acMMAE], total antibody,
and unconjugated MMAE), obinutuzumab, rituximab,
cyclophosphamide, and doxorubicin versus time and
summary statistics of concentration data computed for
each scheduled sampling time for each analyte.

17. Safety evaluation criteria

Adverse events (AEs), including serious adverse
events (SAEs) and adverse events of special interest
(AESIs)/ selected AEs; measurement of protocol-
specified laboratory assessments; measurement of
protocol-specified vital signs; and other protocol-




specified tests that are deemed critical to the safety
evaluation of the study.

Immunogenicity

Prevalence of ADAs at baseline and incidence of
ADAs post-baseline.

18. Statistical methods

Efficacy and safety results were summarized by each
treatment regimen and dose level of polatuzumab
vedotin.

The main analysis population for the efficacy and
safety analysis was the safety evaluable population,
which was defined as patients who received at least one
dose of study treatment.

Efficacy: CR rate was estimated by the number and
percentage of responders with corresponding 90 %
confidence intervals (CIs) was presented. Estimates of
the median PFS, DOR, OS and the corresponding two-
sided 95 % CI were presented along with the estimates
for the 25th and 75th percentiles in all patients. The
Kaplan-Meier (KM) approach was used to estimate the
distribution of DOR, PES, EFS, and OS in all patients.
Pharmacokinetics/Safety/Immunogenicity: The
parameters were summarized using descriptive
statistics.

19. Demographic characteristic of study
population (gender, age, race, etc.)

Rituximab-CHP (R-CHP)+polatuzumab vedotin

The R-CHP non-DLBCL population (n=3) was
exclusively White (3/3) and predominately male (2/3),
with a median age of 69.0 years (range: 68—72 years).
All patients were > 65 years old (3/3).

The R-CHP DLBCL population (n=50) was
predominately White (43/50; 86.0%) and female (26/50;
52.0%), with a median age of 68.5 years (range: 45-80
years). The majority of patients were > 65 years old
(37/50; 74.0%) with 4 patients (4/5; 80.0%) and 31
patients (31/40; 77.5%) in the 1.8 mg/kg-dose group and
1.8 mg/kg-dose expansion group, respectively, and 1
patient each in the 1.0 mg/kg dose group and 1.4 mg/kg
dose group.

Obinutuzumab-CHP (G-CHP) + polatuzumab
vedotin

The G-CHP non-DLBCL population (n=4) was
predominately White (3/4), with an even distribution of
males and females. The median age was 66.0 years
(range: 62-74years), and 50% of patients were
> 65 years old.

The G-CHP DLBCL population (n=25) was
predominately White (23/25; 92.0%) and male (15/25;




60.0%), with a median age of 67.0 years (range: 28—
77 years). A total of 14 patients (56.0%) were
> 65 years old.

20. Efficacy results

R-CHP Treatment Regimen — non-DLBCL

A total of 3 patients in the R-CHP treatment regimen,
non-DLBCL were included in the efficacy analysis. Due
to a medication error, | patient received polatuzumab
vedotin at 2.4 mg/kg instead of the protocol defined
1.8 mg/kg so this patient’s data is presented separately
from patients who received polatuzumab vedotin at
1.8 mg/kg.

Due to small patient population in this treatment
regimen, meaningful interpretation of efficacy data
cannot be done.

R-CHP Treatment Regimen - DLBCL

A total of 50 patients in the R-CHP treatment regimen,
DLBCL were included in the efficacy analysis. The
efficacy results are summarized below:

- The CR rate by CT/MRI with PET scan was 78.0%
(39/50; 90% CI: 66.22, 87.14).

- The 24-month PFS was 100.0% (95% CI: 100.00,
100.00), 100.0% (95% CI: 100.00, 100.00), 80.0% (95%
CI: 44.94, 100.00), and 77.50% (95% CI: 64.56, 90.44)
in the 1.0 mg/kg-, 1.4 mg/kg-, 1.8 mg/kg-, and
1.8 mg/kg-dose expansion group.

Median PFS was not reached.

- The 24-month DOR was 100.0% (95% CI: 100.00,
100.00), 100.0% (95% CI: 100.00, 100.00), 80.0% (95%
CI: 44.94, 100.00), and 83.60% (95% CI: 71.59, 95.61)
in the 1.0 mg/kg-, 1.4 mgkg-, 1.8 mgkg-, and
1.8 mg/kg-dose expansion group.

Median DOR was not reached.

- The 24-month EFS duration was 100.0% (95%CTI:
100.0, 100.0), 100.0% (95%CTI: 100.0, 100.0), 80.0%
(95%CI: 44.94, 100.0), and 65.00% (95%CI: 50.22,
79.78) in the 1.0 mg/kg-, 1.4 mg/kg-, 1.8 mg/kg-, and
1.8 mg/kg-dose expansion group, respectively.

- The 24-month OS was 92.50% (95% CI. 84.34,
100.00) in the 1.8 mg/kg-dose expansion group and
100.0% (95% CI: 100.00, 100.00) in the other dose
groups.

G-CHP Treatment Regimen — non-DLBCL

A total of 4 patients in the G-CHP treatment regimen,
non-DLBCL were included in the efficacy analysis.




Due to small patient population in this treatment
regimen, meaningful interpretation of efficacy data
cannot be done.

G-CHP Treatment Regimen - DLBCL

A total of 25 patients in the G-CHP treatment regimen,
DLBCL were included in the efficacy analysis. The
efficacy results are summarized below:

- The CR rate by CT/MRI with PET scan was 80.0%
(20/25; 90% CI: 62.46, 91.77).

- The 24-month PFS was 75.0% (95% CI. 32.57,
100.00), 100.0% (95% CI: 100.00, 100.00), and 88.24%
(95% CI: 72.92, 100.00) in the 1.4 mg/kg-, 1.8 mg/kg-,
and 1.8 mg/kg-dose expansion group, respectively.

Median PFS was not reached in any of the dose
groups.

- The 24-month DOR was 100.0% (95% CI: 100.00,
100.00), 100.0% (95% CI: 100.00, 100.00), and 93.75%
(95% CI: 81.89, 100.00) in the 1.4 mg/kg-, 1.8 mg/kg-,
and 1.8 mg/kg-dose expansion group, respectively.

Median DOR was not reached in any of the dose
groups.

- The 24-month EFS was 75.0% (95%CI: 32.57,
100.0), 75.0% (95%CI. 32.57, 100.0), and 82.35%
(95%CI: 64.23, 100.0) in the 1.4 mg/kg-, 1.8 mg/kg-,
and 1.8 mg/kg-dose expansion group, respectively.

Median EFS was not reached in any of the dose
groups.

- The 24-month OS rate was 75.0% (95% CI: 32.57,
100.00), 100.0% (95% CI: 100.00, 100.00), and 87.84%
(95% CI: 72.03, 100.00) in the 1.4 mg/kg-, 1.8 mg/kg-,
and 1.8 mg/kg-dose expansion group, respectively.

The median OS was not reached in any of the dose
groups.

PHARMACOKINETIC RESULTS

This final CSR presents PK data till the cut-off date of
29 December 2017. There was no additional analyses
conducted for PK due to limited additional PK samples
received after the cut-off of 29 December 2017.

This final CSR presents PK data till the cut-off date of
29 December 2017. There was no additional analyses
conducted for PK due to limited additional PK samples
received after the cut-off of 29 December 2017.

Pharmacokinetics of Polatuzumab Vedotin _in
Combination with R-CHP or G-CHP




- The overall pharmacokinetic (PK) propertics of
polatuzumab vedotin analytes (acMMAE, total
antibody, and unconjugated MMAE) were generally
similar between patients with mixed subtype B-NHL in
the dose-escalation phase, and those with DLBCL in the
dose-expansion phase, and between treatment groups
(pola+R-CHP vs. pola+G-CHP).

- Following administration of 1.0-1.8 mg/kg of
pola+R/G-CHP,  systemic  exposures  increase
approximately dose-proportionally for all polatuzumab
vedotin analytes (acMMAE, total antibody, and
unconjugated MMAE).

- Across patients in the Phase Ib dose escalation (with
B-NHL) and Phase II expansion phases (with DLBCL),
the range of cohort mean plasma/serum systemic
exposure in Cycle | for patients receiving 1.8 mg/kg of

ola+R/G-CHP was as follows:

Analyte Parameter N (range) | Value
(range)
Cmax 6-36 530-781
(ng/mL)
acMMAE
AUCinf 6-28 1850-
(ng*day/mL) 2600
Cmax 6-36 32.2-39.1
Total (ug/mL)
Antibody
AUCinf 5-29 186-222
(wg*day/mL)
Cmax 6-35 2.18-3.48
Unconjugated | (pg/mL)
MMAE
AUClast 5-27 21.4-27.0
(ng*day/mL)

- PK parameters from Cycle 1 for patients receiving
1.8 mg/kg of polaryR/G CHP revealed a small Vss that
approximated the plasma/serum volume averaging
between 57.7-99.3 mL/kg (N=6-28) for acMMAE and
74.0-91.6 mL/kg (N=5-29) for total antibody, low CL
averaging between 12.8-18.9 mL/day/kg for acMMAE,




and 8.58-10.6 mL/day/kg for total antibody, and long

t1/2 averaging between 4.79-5.50 days for acMMAE
(N=6-28) and 7.24-8.44 days (N=5-29) for total
antibody.

- The pharmacokinetics of polatuzumab vedotin
(measured as acMMAE or total antibody) across cohorts
was characterized by a small Vss that approximated the
plasma/serum volume, low clearance, and long mean

t1/2 ranging from 5 to 8 days.

- Approximately 2-fold higher plasma/serum pre-dose
concentrations of acMMAE and total antibody with
repeated dosing were observed between Cycle 2 and
Cycle 4, reflective of mild accumulation.

- The Tmax for unconjugated MMAE of
approximately 6 days in this study may not accurately
reflect the true Tmax due to sparse sampling.

- Formation rate-limited kinetics of unconjugated
MMAE was observed.

- The plasma exposure of unconjugated MMAE was
low in comparison to acMMAE (< 2% compared to
acMMAE, Cmax and AUC). No accumulation of
unconjugated MMAE was observed following the every
3 weeks (q3w) regimen.

- The pharmacokinetics of polatuzumab vedotin did
not appear to be substantially altered by CHP co-
administration, based on cross-study comparisons to the
pola+R/G combination in the absence of CHP in Study
GO27834.

Pharmacokinetics of Rituximab in Combination with
Polatuzumab Vedotin and CHP

Polatuzumab vedotin does not appear to have a
clinically relevant impact on the pharmacokinetics of
rituximab when given in combination. Mean trough
levels of rituximab in patients with DLBCL following
multiple doses of 1.8 mg/kg of pola+R-CHP in Study
G0O29044 were comparable to those seen in similar
NHL patient populations, such as Study BO22334 in the
absence of polatuzumab vedotin, and were also
comparable to Study GO27834 in the absence of CHP.

Pharmacokinetics of Obinutuzumab in Combination
with GO29044 Study Treatments

Polatuzumab vedotin does not appear to have a
clinically relevant impact on the pharmacokinetics of
obinutuzumab when given in combination. The PK
behavior of obinutuzumab in combination with




polatuzumab vedotin and CHP in patients with DLBCL
(Study GO29044) were similar to historical values with
obinutuzumab in combination with polatuzumab
vedotin absent CHP (Study GO27834), and were also
generally comparable to single agent obinutuzumab
therapy (Study BO21003).

Pharmacokinetics _ of  Cyclophosphamide  and
Doxorubicin in Combination with GO29044 Study
Treatments

Polatuzumab vedotin does not appear to have a
clinically relevant impact on the pharmacokinetics of
cyclophosphamide or doxorubicin when given in
combination.  No  significant  difference  in
cyclophosphamide or doxorubicin PK was observed for
DLBCL patients receiving 1.8 mg/kg of pola+R/G-CHP
based on similar cross-cycle exposure comparisons of
each analyte both prior to and after administration of
polatuzumab  vedotin. Comparisons of Cycle |
exposures of cyclophosphamide and doxorubicin (prior
to polatuzumab vedotin administration) were similar to
those in Cycle 3 (after polatuzumab vedotin
administration).

21. Safety results

A summary of the safety data at last patient last visit
(LPLV), 20 December 2018, in different treatment
regimens is described below:

R-CHP Treatment Regimen — non-DLBCL

- All 3 patients had at least one AE.

- The most common AEs were dizziness, fatigue, and
nausea.

- Two patients had at least one Grade > 3 AE; 1 patient
(1/1) had a Grade 3 thrombocytopenia in the 1.0 mg/kg-
dose group and 1 patient (1/1) had a Grade 4 neutropenia
in the 1.8 mg/kg-dose group. Both events were resolved.

- There were no fatal (Grade 5) AEs reported. One
patient in the 1.8 mg/kg-dose group died due to disease
progression.

- Two patients had at least one SAE; 1 patient (1/1) in
the 1.0 mg/kg-dose group reported a Grade | infusion
related reaction (IRR) and 1 patient (1/1) in the 1.8
mg/kg-dose group reported a Grade 2 dysphagia.

- One patient each had discontinuation of polatuzumab
vedotin, rituximab, and prednisone.

There were no AEs leading to discontinuation of
cyclophosphamide and doxorubicin.

- There were no DLTs reported in the R-CHP
treatment regimen, non-DLBCL group.




Due to a medication error, 1 patient received
polatuzumab vedotin at 2.4 mg/kg instead of the
protocol defined 1.8 mg/kg therefore this patient’s data
will be presented separately from patients who received
polatuzumab vedotin at 1.8 mg/kg.

R-CHP Treatment Regimen — DLBCL

- All 50 patients had at least one AE.

- The most frequently (> 20% patients) reported AEs
were diarrhea, fatigue, nausea, neutropenia, anemia, and
constipation.

- Thirty one patients (31/50; 62.0%) had at least one
Grade 3—4 AE; 1/2 patients in the 1.0 mg/kg-dose group;
1 patient (1/3 patients in the 1.4 mg/kg-dose group, 4/5
patients in the 1.8 mg/kg-dose group, and 25/40 in the
1.8 mg/kg-dose expansion group. Except one fatal event
of atrial fibrillation, all events were resolved.

- There was one fatal (Grade 5) AE of atrial fibrillation
reported in the 1.8 mg/kg-dose expansion group. Three
patients died due to disease progression.

- Nineteen patients (19/50; 38.0%) had at least one
SAE; 1/3 patients in the 1.4 mg/kg-dose group, 3/5
patients in the 1.8 mg/kg-dose group, and 15/40 patients
in the 1.8 mg/kg-dose expansion group. The most
common SAE was febrile neutropenia.

- Four patients (4/50; 8.0%) had AEs leading to
discontinuation of polatuzumab vedotin; all 4 patients
were in the 1.8 mg/kg-dose expansion group. Three
patients (3/50; 6.0%), all in the 1.8 mg/kg dose
expansion group, had an AE leading to discontinuation
of rituximab, cyclophosphamide, doxorubicin, and
prednisone for each of the study drug.

- There was 1 patient with a DLT of Grade 4
pulmonary embolism in the R-CHP treatment regimen,
DLBCL group. The event resolved in 5 days with
anticoagulant and interruption of study drugs.

G-CHP Treatment Regimen — non-DLBCL

- All 4 patients had at least one AE.

- The most common AEs were alopecia, diarrhea,
headache, muscle spasms, nausea, neutropenia, and
paranasal sinus hypersecretion.

- Three patients (3/4) had at least one Grade > 3 AE,;
1/4 patients in the 1.4 mg/kg-dose group had Grade 3
AEs, and 1/2 patients in thel.4 mg/kg- and 1.8 mg/kg-
dose groups each had Grade 4 AEs. The Grade 3 AEs
were platelet count decreased, hyponatremia, and




hypertension. The Grade 4 AEs were neutropenia. All
Grade 3 and Grade 4 events were resolved.

- There were no fatal (Grade 5) AEs or deaths reported.

- There were no SAEs reported.

- There were no AEs leading to discontinuation of any
study drug.

- There were no DLTs reported in the G-CHP
treatment regimen, non-DLBCL group.

G-CHP Treatment Regimen — DLBCL

- All 25 patients had at least one AE.

- The most common AEs were fatigue, nausea,
diarrhea, neutropenia, and alopecia.

- Nineteen patients (19/25; 76.0%) had at least one AE
Grade 3-4; 4/4 patients in the 1.4 mg/kg-dose group; 4/4
patients in the 1.8 mg/kg dose group, and 11/17 patients
in the 1.8 mg/kg-dose expansion group.

- There was one fatal (Grade 5) AE of septic shock
reported in the 1.8 mg/kg-dose expansion group. Two
patients died due to disease progression; one patient
each in the 1.4 mg/kg dose group and 1.8 mg/kg-dose
expansion group.

- Ten patients (10/25; 40.0%) had at least one SAE;
1/4 patients in the 1.4 mg/kg-dose group, 3/4 patients in
the 1.8 mg/kg-dose group, and 6/17 patients in the
1.8 mg/kg-dose expansion group. Eight patients (8/25;
32.0%) had at least one treatment-related SAE. The
most common SAE was febrile neutropenia (7/25
patients).

- Four patients (4/25; 16.0%) had AEs leading to
discontinuation of polatuzumab vedotin; 2/4 patients in
the 1.8 mg/kg-dose group and 2/17 patients in the
1.8 mg/kg dose expansion group. A total of 4 patients
(4/25; 16.0%) had AEs leading to discontinuation of
obinutuzumab, cyclophosphamide, doxorubicin, and
prednisone for each study drug; 2 patients (2/4, 50.0%)
in the 1.8 mg/kg dose group and 2 patients (2/17, 11.8%)
in the 1.8 mg/kg dose expansion group.

- There was | patient with DLTs of febrile neutropenia
and thrombocytopenia in the G-CHP treatment regimen,
DLBCL group. The events didn't lead to any changes in
study treatment, and resolved in 6 days with the
treatment of granulocyte colony-stimulating factor
(GCSF), antibiotics, and platelet transfusion.

IMMUNOGENICITY




The overall treatment-emergent ADA response rate in
all polatuzumab vedotin treatment groups was 0.0% (0
of 63 evaluable patients). False-negative results are
unlikely as levels of circulating ADC were below levels
expected to interfere in the assay based on the drug
tolerance profile of the assay. The low incidence of
ADAs in patients receiving polatuzumab vedotin
suggests that the immunogenicity potential is low and
this is not unusual given these are B-cell targets. Due to
the lack of ADA-positive results, no conclusions can be
drawn concerning a potential effect of ADA on PK,
safety, or efficacy at this time. Patients will continue to
be closely monitored for any potential immune response
to polatuzumab vedotin for all current and future
studies.

The overall treatment-emergent ADA response rate in
all obinutuzumab treatment groups was 0.0% (0 of 24
evaluable patients). It is possible that the levels of
circulating obinutuzumab concentrations were high
enough to interfere in the assay based on the drug
tolerance profile of the assay. ADA monitoring will
continue for up to one year post-treatment.

22. Conclusion

The primary objectives of the study were to determine
the MTD and schedule of polatuzumab vedotin, as well
as assess the safety and tolerability of pola+R/G-CHP to
patients with B-cell NHL.

The primary endpoint to determine the MTD and
schedule was met at a polatuzumab vedotin dose of
1.8 mg/kg given every 21 days in combination with
R/G-CHP for 6 or 8 cycles. The overall safety profile of
pola+R/G-CHP administered to patients with B-cell
NHL was manageable and consistent with established
safety profiles of R-CHOP and G-CHOP in a similar
patient population. The nature and frequency of the
observed AEs were within the expected range of the
safety profiles of R-CHOP and G-CHOP. No new safety
signals were noted.

The pharmacokinetics of polatuzumab vedotin was
well characterized in this study and found to be
independent of the NHL disease histology (mixed B-
NHL or DLBCL). No clinically meaningful PK
interactions among study treatments were observed, and
the PK results were largely in line with expectations
from previous studies employing polatuzumab vedotin,
rituximab/obinutuzumab, and/or CHP. The PK analysis




supports the combination of pola+R/G-CHP in B-NHL
including DLBCL.

No post-baseline ADAs to either polatuzumab vedotin
or obinutuzumab were detected in any of the pola+R/G-
CHP or pola+G CHP treatment groups, respectively.

Polatuzumab vedotin in combination with R-CHP or
G-CHP is effective in producing clinical response in
patients with B-cell NHL. The majority of patients
enrolled in the study was diagnosed with DLBCL, had
not received prior therapy, and had poor prognostic
factors such as high-intermediate risk and high risk
International Prognostic Index (IPI). In these patients
with  previously untreated DLBCL, polatuzumab
vedotin produced a high rate of complete response with
encouraging PFS and OS when combined with either R-
CHP or G-CHP that supports the further evaluation of
polatuzumab vedotin with immunochemotherapy as a
treatment in this disease setting.
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3BiT npo kJiHiYHe BUNIPOOYBaHHS

1. Ha3ea nikapcekoro 3aco0y (3a .
HasBHOCTI - HOMep peecTpauiitHoro [TOJIAMBI® (POLIVY®)
MOCBITYEHHS )
®.Xopdmann-Jla Pow Jitn
i I'pensaxepiurpacce 124, 4070 bazens, l1Iselinapis
@ . Xoddmanu-Jls Powr Jitg
2 BHpRGHIe Bypwmicser, 4303 Kaiicepayrcr, l1IBeiiuapis

4, TlpoBeaeHi OOCIiIKEHHS:

! TaK C wi SKLIO Hi, 00IpyHTYBAaTH

1) Tun nikapeekoro 3aco0y, 3a SKHUM
MpOBOAMIIACH a0 MIAHYEThCA peecTpallisn

Jlikapcbkuit 3aci®é 3a MOBHUM JOChE (4BTOHOMHE JIOCHE),
IHIIUiT nikapchKuii 3acid, HOBa JIil0Ya pevyOBHHA.

5. IloBHa Ha3Ba KJIiHIYHOTO
BUIIPOOYBaHHA, KOJOBaHHH HOMEp
KJIiHIYHOTO BUNIPOOYyBaHHs

Hocnimxenns GO29044. ocnimkenns Ib/Il dasu 3 BUBUeHHS
Oesnexku, MEpPEHOCHMMOCTI Ta MPOTHMYXJHHHOI aKTHBHOCTI
nonatysymaby pegotuHy (DCDS4501A) B komGinauwii 3
putykcumabom abo  obinytyzymabom, umknodochaminom,
JOKCOpYOIlMHOM Ta MPEeJHI30HOM [P JIKyBaHHI mauieHTie 3 B-
KJITHHHOIO HEXODKKIHCHKOIO JTIM(OMOIO.

3akmoynuii 3BiT Ne 1095535. XKostens 2019 poky.

|6. ®as3a KniHiYHOro BUNPOOyBaHHS

| 1o/ |

7. Ilepioa npoBeeHHs KIiHIYHOTO
BUNPoOyBaHHS

Jlata BKJIIOYEHHA nepuioro maumieHta: 29 nmcTonama
2013 poky.
OcranHiit Bi3uT ocranHboro naujenra: 20 rpyans 2018 poky.

8. Kpaiuu, se npoBoaunocs KiiHiuHe
BUNpPOOYBaHHA

11 pocnipnmupkux ueHtpie: @panuis (4 uentpu), Cronyyei
IItatn AMepuku (7 LEHTpPIB)

9. KinbKicTh HOCTiMKYBAaHUX

3annaHoBaHa: 84—90 naitieHTiB.

@aktuyHa: 85 nauieHtiB OynM BKIIOYEHI B JOCIIIKEHHS;
OJlHAaK, 4epe3 MOMMIKY IpH MepeHeceHHi JAHUX i3 CHCTEMHM
IXRS B cuctemy RAVE, nani | nauienra e 6ynu BigoOpaxeHi.
Ockinbku  1eii nalieHT He  OTPUMYBaB  Oy/Ib-AKOIO
JOCIIIXKYBAHOTO JiKYBAHHS, [l€ BIUIMHYJO JMIIE HAa aHamli3
NOMyJsALIT B 3aj€XHOCTi Biji npusHayeHoro jikysanus (ITT), i
Oyam BimoOpaxkeni maHi 84 mnauieurie (3 mauienTn B Tpymi
nikyBaHns He-JIBBKJI 3a cxemoio R-CHP, 51 nauient y rpymi
nikyBanns JIBBKJI 3a cxemoto R-CHP, 5 mauientis y rpymi
nikyBanHsa He-JIBBKIJI 3a cxemoro G-CHP i 25 nauienTis y rpymni
nikyeaHHs JIBBKIJI 3a cxemoro G-CHP).

10. MeTa Ta BTOpHHHI LiJi KIIHIYHOTO
BUNpPOOYyBaHHA

IlepBunHa MeTa:

Ouinutu 6e3nexy Ta nepeHOCUMICTh NoJaTy3yMady BeJOTUHY
B komOiHaii 3  purykcumabom,  uukinodochamigom,
JoKcopyOiLMHOM Ta npe/iHi30I0HOM abo npeaHizoHom (R-CHP)
abo 3 o0inyTy3ymaboM, uukiodochaminom, nokcopybiuHOM
Ta NpejHi30noHoM abo mpeaHizoHoM (G-CHP) npu sikyBsanHi

Tlepexnan pipmit
Rynpuperms €5




MalieHTIB 3 B-KNiTHHHOIO HEXOMKKIHCEKOO JliMpomoro (HXJI) Ta
BCTAHOBMTH MaKCHMaJlbHy mnepeHocuMy aozy (MIIJD) i cxemy
BBEJIEHHA TNonaTy3ymMaly BefoTHHY B KomOiHauii 3 R-CHP uu G-
CHP nauienram 3 B-knituanoro HXJI.

Bropunni mini:

- OxapakrepusyBatd  (apMakoKiHETHKY  monaTy3ymaly
BeJOTHHY, uukiodocdaminy, HokcopyOiuuHy Ta puTyKcHMaOy
abo  oOinyTy3ymaly y  nauieHTiB, fAKi  OTpPUMYBaJH
noJjatyzymab + R/G-CHP.

- 3nilicHUTH ToNepeaHI0 OLHKY e(eKTHMBHOCTI 3aCTOCYBaHHA
cxemu nonatysymab + R/G-CHP  mamientam 3 panile
HeNnikoBaHOW  Andy3HOW  B-BeNMKOKMTHHHOIO  JAiMGBOMOIO
(IBBKJI) 3a moka3nukoM 4YacToTd moBHOI Bimmorimi (I1B) Ha
JiKyBaHHs 3a pe3yJibTaTaMH MO3HTPOHHO-eMICiiiHOT Tomorpadii
(IMET)-xomn'totepHoi  Tomorpadii (KT) y dasy poswnpeHHs
OCHIKEHHS.

- 3HifCHUTH TONEpeaHI0 OLIHKY e(eKTHBHOCTI 3aCTOCYBaHHS
KkombOinauii nonarysymab + R/G-CHP nauientaMm 3 panime
Henikopanow JIBBKJI 3a mokazHHMKaMuW 4acTOTH 00’€KTHBHOI
Bignoeiai (OB), yacroru [IB 3a pesynsratamu KT, TpuBanocti
Bignoeiai (TB), BwxuBaHocti Oe3 mnporpecyBanns (BBII),
BHIKMBAHOCTI Oe3 mofiii Ta 3aranbpHOi BKKUBaHOCTi (3B).

- OuiHduTH IMYHOTEHHICTh mosiaTysymaly BeNOTHHY Ta
o0iHyTy3ymMaly LUISAXOM BHABJIEHHS AHTUTI O JIKapchKOro
zaco0y (ADA).

- OuiHUTH TOTeHUilHWI 3B°I30K yTBOpeHHs Takux ADA (1o
nonatrysymaby BegoTHHY abo a0 o0iHyTy3ymaly) 3 iHIIUMH
MOKa3HUKaMM (Hampukiaz, napamerpamu  (apMakOKiHETHKH,
e eKTHBHOCTI, Oe3reKn).

11. lu3aiin KiiHiuHOTO BUTIPOOYBaHHS

Bigkpute pocnimxenns Ib/II pasu 3 nigBUIEHHSAM J03H
nonatysymaby BeNOTHHY B KoMmOiHauii 3i cTaHAapTHUM
pexUuMoM antu-CD20  anTwuTina + XimioTteparis 6e3
BinkpucTuHy (R-CHP a6o G-CHP) npu 3actocyBaHHI
nauieHtam 3 B-knitunnoro HXJI.

12. OcHOBHI KpuTepii BKIOYEHHA

Hopocai (Bikom > 18 pokiB) MauieHTH 3 MiATBEpIKEeHOKO B-
KkaiTuHHOI0 HXJI — B 4YacTHHI JOCHIIMKEHHS 3 MiJBUILNECHHAM
JI034 Ta paHille HenikoaHi mauieHtd 3 JIBBKJI — B wacTuni
JOCJIJDKEHHS 3 PO3LUMPEHHAM J03H.

13. TocnipKyBaHuii JlikapchKuii 3acio,
cnocib 3acTocyBaHHs, cuia aif

[lonarysyma6  BenoTHH, puTykcuMab, oOiHyTy3yma0,
uukiaodochamiz, 10kcopyOiLMH Ta NPeIHI30H.

ITonaryzymab BenoTHMH 3acTocoBYBaBcsi y ¢opmi piakoro
PO34YHHY, 110 CKIaJaBcs 3 nojarysymady BeaoTHHY 10 Mr/ma y
L-rictuaun auerari, 1fykposi Ta nonicop6ari 20, pH 5,5.

[MaujeHTH  OTpUMYBaJM  JiKyBaHHA  MOJaTy3ymMaboM
BenoTuHOM (DCDS4501A) y xombinauii 3 oaHuM 3 [BOX
pexumiB imyHoximiorepanii: R-CHP a6o G-CHP. IlauienTtn

Tepexnai BipHAi
Kynpaseus €.5.




OTPHUMAJIH 3arajioM Bij 6 10 8 LMK nosatysymab + R/G-CHP.
3a mpoTOKOJIOM TpHUBANICT CTaH/IapPTHOTO LIUKJY CTAaHOBHJIA
21 nens. IlouarkoBa no3a noJjiatysymaby BeJlOTHHY CTAHOBHUIA
1,0 mr/kr.  Tlonatysymab BemOTHH BBOAMIM natieHTam
BHYTPILUHLOBEHHO 3a JIONIOMOTO0 ILITIPHIB Ta LINPULIEBHX
NOMII.

IlpoBeseno 6-8 umknis putykcumaby mosoro 375 mr/m? abo
obiHyTy3ymaby mnoBHowo ((ikcoBaHow) m03010 1000 Mmr
BHYTPILUIHEOBEHHO. JI0 CKJIafly pexumy ximiotepanii CHP
BKIOUEHO 1ukaodocdamin (750 mMr/mM> BHYTPilIHBOBEHHO B
AeHb 1), nokcopy6iumn (50 Mr/mM? BHYTpILIHBOBEHHO B JIEHD 1)
Ta MpeaHi3oH abo mpeanizosnon (100 Mr/noby mepopanbHo B
aHi 1-5). 1li pexxumu 3acTocoByBanu koxen 21 meHn (abo
npoTAroM 28 AHIB 1A MAL€HTIB, Y AKMX BHHMKAJIM TOKCHYHI
peakwji, o 3yMOBIIIOBaIO HEOOXiAHICTh MO10BKEHHS LUKTY).

14. IIpenapat nopisHaHHS, 1033, crioci6
3aCTOCYBaHHS, CHJa Iii

He 3actocoBhe.

15. Cynytns Tepanis

Putykcnma6-CHP (R-CHP) + nosatyzyma6 BeroTun

Pexum nikyBanus R-CHP — ue-JIBBK.JI

CynmytHi npenapatd, sKi 3acTOcOBYBanM  HaifuacTime
(= 3 mauieHTiB), BKIIOYANH: AHTArOHiCTH 5-HT3-peuenropis
(3/3), amansretuxu (3/3), aururicraminmi npenapatu (3/3),
KosoHiecTumymooui  daxropu (3/3), iuri6itopu MPOTOHHOT
nomu (3/3) ta crepoinu (3/3).

JBa nmauientn (2/3) oTpumyBanu woHalMeHIe OJIHY
nonepe/iHIo cxemy ximiorepanii. O6u/Ba naLicHTH OTpUMyBaIK
putykcumab; 1 mauieHT oTpumyBaB puTykcuMab y KomGiHaLii 3
LuKI0(ocdamiiom, BIHKPUCTHHOM Ta NIPEAHI30HOM (CVP),i1
NMALIEHT OTPHMYBAB MOHOTEPAIIIO PUTYKCHMAGOM.

Pexum nikyBanns R-CHP — IBBKJI

CynyTHi npenapaty, ski 3acTocoByBanu HaifuacTiie (= 50%
NallieHTIB),  BKJIIOYANH:  aHaJbreTHKH (46/50; 92 %),
aHTUricTaminHi npenaparu (45/50; 90 %), KOJIOHIECTUMYJTIOIOY]
daxropu (44/50; 88 %), anTaronicTu 5-HT3-peuenropis (37/50;
74 %), crepoimu (37/50; 74 %), no6Gasku (33/50; 66 %),
iHribiTopu npoToHHOT noOMMH (32/50; 64 %), onioimui
aHanereTuku (28/50; 56 %), antukoarynsuta (27/50: 54 %),
NpoTUBIpYCHi npenapark (27/50; 54 %), 3acobu NPOTH NOJarpu
npu rinepypuxemii (26/50; 52 %), npoTHGMOBOTHI 3aco6H
(25/50; 50 %).

Kozen 3 nauient y rpyni IBBKJI, sikui OTPUMYBAaB PEHUM
nikysanua R-CHP, He oTpumysas NONIEPE/IHI0  CHUCTEMHY
Teparilo 3 MPUBOAY JiMPOMH.

OGinyTy3yma6-CHP (G-CHP) + 10JaTy3yMa0 Be0OTHH

Pexum nikyBanns G-CHP — ne-JIBBKJI

Tlepexnaj BipHuH
Kynpﬂne].lb €.B.




Cynyrsi npemaparw, ski 3aCTOCOBYBAJIM  HaluacTiie
(= 3 naujenti), BKIOYATH: GeH3Omiazeminu (4/4), omioinni
aHalnereTuku (4/4), anrarouicTH 5-HT3-peuenropiz  (3/4),
3acobu mpotu moxarpu (3/4) Ta awTMricraminui npenapaTu
(3/4).

Konen nauient y rpyni ne-IIBBKJI, sikuii OTPHMYBAB PEKHUM
nikyBaHHs G-CHP, me OTPHMYBAB IOMEPEHIO CHCTEMHY
TePAIiio 3 NPUBO1Y AiMOMH.

Pesxxum nikyBanus G-CHP — JIBBK.JI

CynytHi npenapatn, sxi 3aCTOCOBYBA/IM  HalyacTime
(= 50 % nauienTiB), BKMOYANM: AHTUriCTAMIHH] npenaparu
(18/25; 72 %), anrarounictu 5-HT3-peuenropis (17/25; 68 %),
nobasku (17/25; 68 %), KonoHiecTumy motoui daxropu (15/25;
60 %), crepoinu (15/25; 60 %), ananeretuxu (14/25; 56 %) Ta
3ac00u npotu noxarpu (13/25; 52 %).

Koznew nauient y rpyni ne-JIBBKJI, sxuii OTPHMYBAB PEIKHUM
nikyBanus G-CHP, wue OTPUMYBAB TMOMEPE/HIO CHUCTEMHY
Tepanilo 3 NpuBoay JiMdomHu.

16. Kpurepii ouinku edexruHoCTi

Yacrora noswoi eianosizi (T1IB) 3a pesyneratamu KT 3 Ta 6e3
[IET, wuactora o06’ekTHBHOT Bignosigi (OB), TpUBANiCTh
BianoBini (TB), BmwkuBaHicTs 6e3 nporpecysanus (BBII),
BH)KMBaHICTh 0€3 1oJiii Ta 3aranbHa BHKMBAaHICTE (3B). Vi
TIOKa3HUKH BU3HAYAJIM 32 OL[IHKOIO JIOCITiIHHUKA.

DapMaKoKiHETHKA:

OxpeMi KoHIeHTpauii B cuposatui Ta/a6o miasmi KpORi
aHaniTie nonarysymaby BEJIOTHHY (KOH FOTOBAHHH 3 aHTUTIJIOM
MOHOMeTHI aypuctaTuH E [acMMAE], cymaphe anTurino ta
HEKOH toroBatnii  MMARE), 00iHyTYy3ymaby, putykcumagby,
wiknopocdaminy ta gokcopybimuny saneskuo Bil wyacy Ta
3BC/ICHA CTATHCTHKA JaHMX W00 KOHLEHTpaLil, 064YucIeHOT y
KO3KEH 3aMl/laHOBAaHHH MOMEHT Yacy BiiGopy npob s KOKHOTo
aHajiry.

17. Kpurepii ouinku 6e3nexu

Hebaxani ssuma (HS), y Tomy uucni cepio3Hi HebaxkaHi
apuma (CHS) Ta neGakawi sBuma, 1mo NpPEeCTARIAIOTE
ocoOnuBuii  iHTepec (HAOD)/okpemi  HS;  BusHauenns
71a0opaTOPHUX TMOKA3HHUKIB 33 MPOTOKOJIOM; OIHKA OCHOBHMX
MOKa3HMKIB KUTTEIANBHOCTI 32 IPOTOKOIOM Ta iHIIi TecTH 3a
TIPOTOKOJIOM, SIKi BBAKa/IHCs HEOOXi THUMU 7151 OLiHKH Ge3reky
B IJAHOMY JIOCJIi [UKEHHI.

ImMyHoreHnsicTe

[Tomupenicts ADA Ha BUXIIHOMY PiBHI Ta momMpeHicTh
ADA nicnst no4aTKOBOro BUSIBJIEHHS.

18. Crartuctiuni metoau

Pesynbratu BuBueHHs edexTnBHOCTI Ta 6esneknu y3araibHeHo
JUBT KOXHOTO pexXuMy JiKyBaHHS Ta [03M monaryzymaGy
BEJIOTHHY,

[lepexran BipHAH
Kynpaseits €.B-




OcHoBHa monysuis s aHaiisy edekTMBHOCTI Ta Gesnexy —
L€ MNOomy/iAuif, IO OLIHIOBAJach Ha npeaMer 6esnexu,
BU3HAY€Ha SIK NalliEHTH, SIKi OTPUMAaTH OHAHMEHIIE OJIHY 103y
JIOCITI IDKYBAHOTO JTiKyBaHHS.

Edekrupnicts: yactora [1B Busnauanacs 3a KIIBKICTIO Ta
Bi[ICOTKOM Mali€eHTIB, sKi BIJINMOBIIM  Ha NiKyBaHHSA, i3
BiAMoBigHEM 90 % noBipuuM inTepeaiom (JII). YV Bcix
NalieHTIB BUSHAYEHHS MeTiaHu BBII, TB ta 3B Ta Bignosimuux
ABOXCTOPOHHIX 95 % JII HaBeneHO Pas’oM 3 OIHKOK0 25-ro Ta
75-ro npouenTunis. Axaniz Kannana — Meiiepa 3actocosysaBcs
UL po3paxyHKy posnoainy TB, BBII, sukuranocti 6e3 noiii
Ta 3B y Bcix nauienris.

®apmakokiHeTHKa/6e3mneKa/iMyHOr eHHICTh: napameTpu
y3arajibHeHi 3a 10MoMOroK METO/IiB ONMCOBOT CTATHCTHKEL

19. lemorpadiuni nokasuuku
AOCIIKYBAHOT MOMy AT (CTaTh, Bik
paca, To1o)

2

—

Patykcuma6-CHP (R-CHP) + 1n0J1aTy3ymMad BeAOTHH

Y rpyny R-CHP wne-JIBBKJI (n= 3) BXOAMIH NaLieHTH
BMKIIOYHO €BpomneoiaHoi pacu (3/3) Ta mepeBakHO YonoBiuoi
crati (2/3), Meniana Biky craHoBHia 69 POKiB (mianason: 68—
72 poku). Vci nauientu 6ymnu Bikom > 65 pokis (3/3).

Y rpyny R-CHP JIBBKJI (n= 50) Bxommmu nauieHTH
TIEpeBaKHO €BponeoinHoi pacu (43/50; 86 %) Ta xiHouoi crari
(26/50; 52 %), meniana BiKy cTaHoBuIa 68,5 POKiB (IianasoH:;
45-80 pokiB). Binbuiicts nauieHTis Oynu Bikom > 65 pokis
(37/50; 74 %): 4 nauienra (4/5; 80 %) ta 31 mauient (31/40;
77,5 %) y rpyni nosyeanns 1,8 Mr/kr i B rpyni po3mIMpeHHs
Jo3yBanHsa 1,8 mr/kr BigmoigHo i mo 1 NalieHTy B rpynax
A03yBaHHA | MI/Kr i B rpyni nosyBawus 1,4 mr/kr.

OGinyTy3yma6-CHP (G-CHP) + noJ1aTy3ymal Be0THH

Y rpyny G-CHP wue-JIBBKJI (n=4) Bxomuau nauienTn
NCpEeBaKHO  eBponeoigHoi pacu (3/4) 3 PiBHOMipHHM
posmoinom yonoBikie Ta iHOK. Meniana BiKy CTaHOBMJa
66 pokis (aianason: 62-74 poku) i 50 % NauieHTiB 6yiu Bikom
> 65 poxis.

Y rpyny G-CHP JIBBKJI (n= 25) BXOOMIM NAlliEHTH
TIEPEBAIKHO €BPONEOiAHOT pacH (23/25; 92 %) Ta yonosivof crati
(15/25; 60 %), Mmeniana Biky ctanoBuIa 67 POKiB (nianazon: 28—
77 pokiB). 3aranom 14 nauieHris (56 %) 6ynu BikoM > 65 pokis.

20. Pesynbratu edexruBHoCT

Pesxum aikyBanns R-CHP — He-/IBBK.I

3aranom paui 3 nauientis 3 He-JIBBKJI, siki otpumypanu
pexuM  sikyBaHHs R-CHP, 6ynum  Bkmoueni s aHanis
edextuBHOCTI. Yepes MOMMIKY 3aCTOCYBaHHA JiKapChKOro
3aco0y 1 nauieHT oTpumas nonarysyma BEJOTHH 103010
2,4 Mr/kr 3amicTe BHM3HaueHOT NpoToKoaOM 1034 1,8 mr/kr,
TOMY JaHi LbOro mauieHTa 6yn1H HaBeaeHi OKPEMO BiJ| AaHUX
NMALieHTiB, AKi OTpUMYyBaIH nonarysymab BeIOTHMH . 103010

1,8 mr/kr.

Tepeknax BipHAH
Kyapssens €.B.




Yepes mamy nonynsuito nauientis, sxi OTPUMYBaIH JaHUH
PeXHUM  JIIKYBaHHf, HEMOXKIHBO  BMKOHATH 3MiCTOBHY
IHTEPNIPETaLlilo JaHMX 00 eeKTHBHOCTI.

Pexum aikypanus R-CHP — JIBBK.I

3aranom jani 50 nauientir 3 JIBBKJI, siki OTPUMYBAJIH PEIKHUM
nikysanHs R-CHP, Gynu BkmoueHi B amania eexTUBHOCTI.
Pesynbratu moso edexruBnocti HaeeHi HinKye.

- Yacrora I1B 3a pesynsratamu KT/MPT i3 TIET crasoBmna
78 % (39/50; 90 % [I1: 66,22, 87,14).

- 24-micsiuna BBIT cranosuna 100 % (95 % AL 100, 100),
100 % (95 % JII: 100, 100), 80 % (95 % II: 44,94, 100), i
77,5 % (95 % [JI: 64,56, 90,44) y rpynax mosysanHs 1 Mr/kr,
L4 mr/kr, 1.8mr/kr i B rpymni PO3LIMPEHOr0  J03YBaHHs
1,8 mr/kr).

Meniana BBII ne nocsaruyra.

- 24-micsuna TB cranosuna 100 % (95 % AL 100, 100),
100% (95 % AL 100, 100), 80 % (95 % JI: 44,94, 100), i
83,6 % (95 % JII: 71,59, 95,61) y rpynax no3ysanus 1 MI/KT,
1,4 mr/kr, 1,8 mr/kr i B rpyni posmupeHoro J03YBaHHS
1,8 mMr/kr.

Meniana TB He pocsaruyra.

- 24-MicsuHa TPUBATICTh BMKHBAHOCT] 63 MOJiN cTaHOBMIA
100 % (95 % AI: 100, 100), 100 % (95 % JI: 100, 100), 80 %
(95 % JII: 44,94, 100) i 65 % (95 % [I: 50,22, 79,78) y rpynax
AosyeanHs | mr/kr, 1,4 mr/kr, 1,8 Mr/kr i B rpyni PO3LIMPEHOTO
J03yBaHHs 1,8 MI/Kr BignoBijiHO.

- 24-micsauna 3B craHoBuna 92,5 % (95 % JII: 84,34, 100) y
rpyni posmmpenoro nosyBanHs 1,8 mr/kr i 100 % (95 % MI:
100, 100) B iHmmx rpynax 103yBaHHs.

Pexum nikysanns G-CHP — ne-/IBBKJI

3aranom naHi 4 nauientis 3 ne-JIBBKJI, ski OTPHMYBaJH
pexuMm  sikypanns G-CHP, 6ymu  Bkmroveni B amaiis
eexkTuBHOCTI.

Yepes many nonynsuiro nauieHTis, siki OTPUMYBANH JaHHi
PeXUM  JKyBaHHA, HEMOXJIMBO  BHKOHATH 3MICTOBHY
IHTEppeTaLiio JaHHX 10710 eeKTHBHOCTI.

Pesxum nikypanns G-CHP — JIBBKJI

3aranom gaHi 25 nawieHTis 3 JIBBKUJI, siki otpuMyBanu pesxum
nikyBauHs G-CHP, 6ynu BKOuYeHi B aHaiis e(peKTUBHOCTI.
PesynbTaTi 11010 eekTHBHOCTI HaBeneHi HIKYe:

- Yacrora I1B 3a pesynsraramu KT/MPT i3 [1ET cranoeuia
80 % (20/25; 90 % ITI: 62,46, 91,77).

- 24-micsuna BBII craHoBuna 75 % (95 % JI: 32,57, 100),
100 % (95 % AIL: 100, 100) i 88,24 % (95 % JII: 72,92, 100) y
rpynax nosyeanus 1,4 mr/kr, 1,8 Mr/xr i B rpyni posmmpenoro
Ao3yBaHHs 1,8 Mr/kr BianosigHo.

Tepexna BipHAA
Kynpaseub €.B.




Meniana BBI1 we Gyna mocsiruyra B Oyab-skiit rpymi
J03YBaHHs,

- 24-micsayna TB cranoBuna 100 % (95 % JI: 100, 100),
100 % (95 % MI: 100, 100) i 93,75 % (95 % Al: 81,89, 100) y
rpynax nosysanus 1,4 mr/kr, 1,8 mr/kr i B rpyni posimperoro
Ao3yBaHHs 1,8 Mr/kr BianoeiaHo.

Meniana TB ue 6yna jocarnyra B 6y ab-sikiii rpyni J03yBaHHs.

- 24-Micsuna BHXKMBaHICTH 63 noaiii cranosuna 75 % (95 %
Al 32,57, 100), 75 % (95 % JII: 32,57, 100) i 82,35 % (95 % AI:
64,23, 100) y rpynax nosysauus 1,4 mr/kr, 1,8 Mr/kr i B rpynmi
PO3LIMPEHOro 103yBaHHsA 1,8 MI/Kr BiANOBiHO.

Mepiana BuxuBanocti 6e3 nomiii He Oyna nocsaruyTa B Gynb-
AKil rpyni 103yBaHHs.

- Yacrora 24-micsunoi 3B crasoruna 75 % (95 % OI: 32,57,
100), 100 % (95 % HI: 100, 100) i 87,84 % (95 % AL 72,03,
100) y rpynmax pmosysamns 1,4 mr/kr, 1,8 Mr/kr i B rpyri
pO3IIUPEHOro Ao3yBaHHA 1,8 MI/Kr BignoBigHo.

Mepiana 3B e 6yia focsruyra B 6y ap-skiii rpyni J03yBaHHs.

PE3VJIbTATH OO0 ®PAPMAKOKIHETHKH

Lleii 3akmounuii 3BiT npo KninHiYHe A0CTiKEHHS NpeacTaBlisie
aani womo ®K 1o natu 3aBepiienHs 360py aaHux 29 rpyaHs
2017 poky. JlopatkoBi anamizu ®K ne NPOBOIMIIMCS yepes
0OMexkeHy KinbKicTh 10aTKOBHX 3paskiB s ouinky OK micas
AaTy 3aBeplIeHHs 300py nanux 29 rpynus 2017 poxy.

DapMaKoKiHeTHKa 0/1aTy3yMaby BeIOTHHY y KoMbiHaLii 3 R-
CHP a6o G-CHP

- sarajbHi (apmakoxivernuni (PK) Bnactusocti ananitis
nonarysymaby semotuHy (acMMAE, cymaphe anturino i
HeKoH’toroeanuik  MMAE) 3araiom 6yau  noai6uumu y
NawLiexTiB i3 3MitmanuM nigrunom B-HXJT y $asy nigeumeHHs
Ao3u Ta nauientis i3 JIBBKJT y pasy posmmpenns 1o3m, a takosx
MDXK TpynaMM JiKyBaHHs (nonaTysyma6 + R-CHP NOPIiBHAHO 3
nonarysyma6t + G-CHP).

- Micas  BBEAEHHA J103H 1-1,8 mr/kr noJsaty3symaoy
Be0TUHY + R/G-CHP cucremMHa ekcrosuuis 36inblnyBanacs
NPUOGIH3HO NPONOPLiHiHO 031 [T Yeix aHANITIR nonarysymaby
BeoTuHY (acMMAE, cymapHe aHTHTINO i HeKOH’IOroBauuii
MMAE).

- Cepen nauientis, siki Gpanu yuacts y ¢azax nigBuIIeHHA
1034 (i3 B-HXJT) dasu Ib nocaimkenns ta PO3LIKMpPEHHs 103M (i3
JIBBKJI) dasu II gocninxenns, aianazon CepeaHbOT CHCTEMHOT
eKCTIO3ULIT B MJIa3Mi/CHPOBATLi KPOBi KOropTH B LMK 1 TS
MALi€eHTiB, AKi oTpumyBanu 1,8 Mmr/kr nojarysymaby + R/G-
CHP, 6ye Takum:

Tlepexian BipHUi
Kynpsaseub €.B.




Amnanit [Tapametp N 3HaYeHHs
(mianasoH) | (nianazon)
Crmax (Hr/mi) 6-36 530-781
wNMAR 6-28 1850—
(Hr* noGy/mn) 2600
Cymapre Cumax (MKI/MI) | 6-36 32,2-39,1
AT A UChr 5-29 186-222
(MKr*no6y/min)
\ .. | Cmax (HT/MIT) 6-35 2,18-3,48
Hekon'torosaunmii
MMAE A UCh 527 |21427
(Hr* mo6y/mi)

- ®K mnapamerpu Ha MOMeHT uMkny 1y nauienris, dki
oTpumyBann 1,8 Mr/kr monarysymaby + R/G CHP, Bussuiu
HEBENIMKUI Vss, skuii HabGnmxkaBcs 10 CepeHLOro 00’eMy
[1a3MH/CUPOBATKH KPOBi Ha piBHi 57,7-99,3 mMu/kr (N =6-28)
ana acMMAE i 74-91,6 mn/kr (N = 5-29) ns CYyMapHoro
aHTHTINA, HU3BKMIA KIipeHC B cepenHix Mexax 12,8—
18,9 ma/no6y/xr nns acMMAE i 8,58-10,6 MI/ao00y/kr as
CYMapHOT0 aHTHTiNa i TpuBammii ti2 B cepenHix Mexax 4,79—
5,50 aui 1 acMMAE (N = 6-28) i 7,24-8,44 nnis (N =5-29)
AJIsl CYMapHOTO aHTHTIJIA.

- Dapmakokinetnka  nonarysymaGy BeIOTHHY (110
Bu3Hayanach 1k acMMAE a6o cymapHe aHTHTiNIO) B KOropTax
XapaKTepusyBanach HEBENMKMM Vss, mo Habmmkascs 10
00°€My MUIa3MM/CHPOBATKHM KpPOBi, HH3LKMM KJIipeHCOM i
TpUBAJIMM t1/2 B liana3oHi Bix 5 1o 8 aHis.

- Ilpu nosropHOMY BBefeHHi NPUOGNM3HO BABiYi BM
koHUeHTpauii acMMAE i cymapHoro aumrtutina B
TUIa3MI/CHpOBaTILi KPOBi mepes BBEAEHHSM 4eproBoi 03M
criocTepiranuck Mixk nuKiIaMu 2 i 4, 1o cBimuuTh Npo HE3HAYHY
KYMYJALO.

- Tmax Ans HexoH’toroanoro MMAE npubau3Ho 6 aHIB B
LBOMY IOCIIiIKEHHI MOXKE HETOUHO Bi0GpakKaTH icTHHHE Tonax
uepes BUOIpKOBe B3ATTA 3pasKiB.

- Crocrepiranace KiHETMKAa HEKOH’IOrOBAHOrO MMAE,
oOMexkeHa WBMAKICTIO HOro yTBOpeHHs..

- Excnosuuis nekon’toropasoro MMAE B masmi Kpogi Oyna
HU3bKOIO NOPiBHSHO 3 acMMAE (< 2 % nopiBHsiHO 3 acMMAE,
Cmax 1 AUC). Hakonuyenus Hekon’rorosaHoro MMAE me
CNOCTePIranocs micist pexxuMy 103YBaHHS KOMKHi 3 THOKHI,

- Ha ¢apmakokinernky nonarysyma6y BEJIOTUHY CYTTEBO He
BIIMBAJ10 OJHOYacHe 3actocyBaHHs i3 CHP, puxopsum 3

[lepexnay BIpHAX
KynpsiBellb €.B.
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NICPEXPECHOTO  MMOPIBHAHHA  KOMGIHOBaHOTO TiKYBaHHs
nonarysymab + R/G 3a sincyrnocti CHP B mocyimkeni
GO27834.

DapMakokiHeTHKa  puTykcumaby B KoMOiHawii 3
nonarysymabom BenotuHoMm ta CHP

Ionaty3yma6 Be10THH He MaB KIiHiYHO 3HAYYILIOro BIUIUBY
Ha  (apMaKoKiHETHKY puTykcumaby npH  KomMOiHOBaHOMY
nikyBanni. Cepeai MiniManbHi pisni PUTYKCHUMaly y malieHTiB
i3 JIBBKJI micns OaraTopaszoBoro BBemeHHs 1,8 Mr/kr
nonarysymaly + R-CHP y nocnimkenni GO29044 Oynu
MOPIBHAHHUMH 3 TAKMMH, L0 CIIOCTEPIrajuch Y MOMyIaLii
nauientis i3 HXJI (taxiii sx B gocnimkensi B022334) 3a
BIICYTHOCTi 3aCTOCYBaHHs no.aTy3ymaGy BEJIOTHHY, i Oynu
TaKOXK MOPIBHAHHUMH 0 jocilimkenHs GO27834 3a
BizcyTHocti CHP.

®QapmakokineTHka  oGiHyTysymaby B koMGinamii i3
ZOCIIiJDKYBAHUM JTiKYBaHHAM BUNpoGyBanus GO29044

[lonatyzyma6 BeaoTHH He MaB KJiHiuHO 3HAUYYILIOrQ BIUIMBY
Ha (apMakoKiHeTHKy 00iHyTYy3ymMaby mpu KOMOIHOBaHOMY
MiKYBaHHI. DapmakokiHeTHKa 00iHyTy3ymMaby npu
KOMOiHOBaHOMY JliKyBaHHI i3 monaTysymabom BejoTHHOM Ta
CHP y nauientie i3 IBBKJI (nocnimkenns GO29044) 6yna
MOAIGHOIO 0  ICTOPMYUHMX  TOKA3HHKIB 3aCTOCYBaHHS
00iHyTy3ymaby B komGinanii 3 CHP Ge3 nosatysymaby
BEIOTHHY (HocnikenHss GO27834) i Ttakosk 3aranom Oyna
NOPiBHAHHOIO 3 MOHOTEpAIi€0 00iHyTy3ymMaboM (ocnimKeHus
BO21003).

DapmakokineTrka uuknodbochaminy Ta JOKCOpPYOILHMHY B
KomOiHauii i3 J0C/HiKYBAHHM JiKYBAHHAM BHIPOGYBAHHS
G0O29044

Ilonatysyma6 BeloTHH He MaB KIiHiYHO 3HAYYIIOTO BILUIUBY
Ha (QapMmakokiHeTHKy uuknodochaminy abo JOKCOpyOiLuny
npu KombiHoBaHoMy nikyBanni. He croctepiranocs CYTTEBOT
pisiuii 'y @K wuuknodocdaminy abo AOKCOpYOiLMHy Yy
nauieHtis i3 JIBBKJI,  ski orpumyBanu 1,8 mr/kr
nonarysymaby + R/G-CHP, Buxoasun 3 nogi6uux pesynsratis
eKCMO3HLIT KOXKHOTO aHamiTy y BCiX LMKIAX 10 Ta micis
BBCACHHSA MoJaTy3ymaly BenoTHHY. [TOpiBHAHHS ekcrosuuii
umkopochaminy ta gokcopybiuuny y ki 1 (10 BBeneHHS
nonatysymaly BeloTHHY) Gy/10 MOAIGHMM 10 TAKOro y LUK 3
(micnst BBeieHHs noiatTy3ymaby BefOTHHY).

21. Pesynbratu 6esneku

PesioMe fanmx 3 Gesneku Ha MOMEHT OCTAHHBOIO BI3UTY
OCTaHHBOro mauienta (LPLV), 20 rpymus 2018 pOKy, 1ns
PI3HUX PEXHUMIB JIIKYBaHHA OMHCAHO HIKYE.

Pexum jikyBanus R-CHP — ue-/IBBK.JI

- B ycix 3 nauienris crocrepirajocs woHakMene oue H.
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- HaiiGinbw  wactumn  HS  Gynm 3aMaMOpOYEHHH,
CTOMJIIOBAHICTh Ta HY/0TA.

- Y 2 nauientin criocTepiranocs npuHaiiMHi ogHe HS
23 crynens: y | nauienra (1/1) - HS 3 CTYNEeHs
(TpomGoumToneHis) B rpyni 103yBaHHs 1 Mr/kr i y | nauienra
(1/1) cnocrepiranocs HS 4 crynens (neiitponenis) B rpyni
nosysaHHsA 1,8 Mr/kr. O0uaBa ABMINA 3HUKIH,

- He mnosigomnsnocs npo HS 3 neranshuM maciizkom
(5 crynens). Oaun nauient y rpymi nosyBaHHs 1,8 Mr/kr nomep
BHACJIIIOK POrPECYBaHHs 3aXBOPIOBAHHS.

- ¥V 2 nauientie cnoctepiranocs npuHaimui ogne CHS:
| naujent (1/1) y rpyni mosyeamus 1 mr/kr MOBIZIOMHB PO
inQysiiiny peaxuito 1 crynens Tta 1 naiieHt (1/1) y rpymi
Ao3yBanHs 1,8 Mr/kr moBigomus npo aucdariro 2 CTYIEHS.

- ITo oxHOMY nanienty nepeauacno npunvHuIH 3aCTOCYBaHHs
noJ1aTy3yMady Bel0THHY, pUTYKCHMAa0y Ta npeHi3oHy.

He cnocrepiranocs HSI, mo NPU3BEIH /10 NepeayacHoi
BiAMiHM LuKII0docdamiay Ta AOKCOpYOiLMHYy.

- V rpyni nauienris 3 ne-JIBBKJI, siki OTPUMYBAIH PEKUM
nikyBanus R-CHP, He noBimommsiocs npo  J030JiMITYrOU]
TOKCHYHI eextu (JJIT).

Yepes noMuIIKy 3acTOCyBaHHsA JiKapCHKOro 3aco0y | mauienr
OTPUMAaB MosaTysymab BENOTHH 103010 2.4 MI/KT 3aMicTh
BU3HAYEHOI MPOTOKOJIOM 1031 1,8 MI/Kr, TOMY jaHi LBOrO
nauieHra 6y HaBeEeHi OKPeMOo BiJl nawieHTiB, ki OTPUMYBAJIH
noiaty3ymad BeJOTHH 103010 1,8 Mr/kr.

Pexnm nikyBanns R-CHP — JIBBK.JI

- B ycix 50 nauienTip criocTepiranocs moHakmene ogHe HS.

- Haltuacrime 3apeectpopannmu (> 20 % nauieHTiB) HS Gynu
Jiapesi, CTOMJIIOBaHICTB, HyJOTa, HEWTPOIeHiA, aHeMmis Ta
3aKperl.

- Y 31 nauienra (31/50; 60 %) cnocrepiranocs NpUHaiMHi
onue H 3—4 ctynens: y 1 3 2 nauientis y rpymni J103yBaHHs
1 mMr/kr cnocrepiranocs HA 3—4 crynens; y | mauienra (1/3) B
rpyni no3yBanss 1,4 mr/kr, y 4 3 5 nauiesrin y Tpyni 103yBaHHs
1,8 Mr/kr i y 25 3 40 naujentis y rpyni PO3LIMPEHHS 103yBaHHA
1,8 MI/Kr. 3a BUHSITKOM OIHOTO JIeTaIbHOTO BUIAJIKy BHACIIOK
¢ibpunsauii nepeacepas yei spuima NIPUITHHUIIHCE.

- losigomnsanocs mpo omme HS 3 neTanshum HacliaKoM
(5 crynens) — ¢ibpunsuito nepencepas — B rpyIi poO3IMPEHHs
AosyBanna 1.8 mr/kr. Tpu mauieHTH noMepnM BHacHimoK
NPOrpecyBaHHs 3aXBOPHOBAHHS.

- ITloBimomnsnocs woHaiiMeHe npo oaHe CHS y
19 nauientis (19/50; 38 %): y 1 3 3 nauienTin Y Tpyni JO3yBaHHs
1,4 mr/kr, y 3 3 5 nauienris y rpyni no3yBanms 1,8 Mr/kr i y 15
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3 40 mauienTiB y rpyni posmmpenus no3yBaHHA 1,8 mr/kr.
Haii6inbm nomuperum CHS 6yna deGpuibua HENTPONEHis.

- ¥V 4 nauientis (4/50; 8 %) cnoctepirammes HA, mo NIpU3BENTH
A0 mepeayacHoi BiAMiHM moJaTy3ymaly BEJIOTHHY; yci
4 maujieHTa BXOJWIIM B IPYIly PO3IIMPEHHS noszyBauus 1,8 mr/kr.
Tpu nauienru (3/50; 6 %), yci 3 rpynu PO3LIMPEHHS 103YBaHHs
1,8 mr/kr, manmu HS, wo NPU3BEJIH 10 NMEPeaYyacHoi BiAMiHM
purykcumaby, umknodocdaminy Ta NPEJHI30HY, KOXKHOIO
JIOCJi IGKYBaHOTO Mpenapary.

- ¥ rpyni nauienris 3 IBBKJI, siki OTPUMYBAJIH JTiKyBaHHA 3a
cxemoro R-CHP, y | nauienra criocrepirapes JIJIT 4 CTyTEHs
(TpomGoemGonis nerenesoi aprepii). Ha (oHi nikyBaHHs
AHTUKOAry/IIHTAMHU Ta BIAIMIHM J0CIIiIDKYBaHHX Npenaparis Le
YCKIIaJIHEHHS 3HUKJIO Yepe3 5 IHiB.

Pexxum nikyBanust G-CHP — ne-JIBBKJI

- ¥Yci 4 nanienty Manu woxaiiMeHe oaHe HS.

- Haii6inbm nowmpennmu HS 6ynm  anoneuis, Jiapes,
ronoBHuii Ginb, M’A30Bi cnasmu, HyjOTA, HeWlTpomneHis Ta
rinepceKpelis y NpUAaTKOBHX Nasyxax Hoca.

- ¥ 3 nauientis (3/4) cnocrepiranocs moHaimenme ope HSI
2 3 cryneHs: y 1 3 4 nauientis y rpyni nosysauus 1,4 mr/kr —
H31 3 crynens iy 1 32 naujentip y rpynax no3yBaHHs 1,4 Mr/kr
1a 1,8 mr/kr — HS 4 crynens. [To6Giunumu eextamu 3 crynens
Oynu 3MeHLIEHHs 4Yucaa TPOMOOLWMTIB, rinoHartpiemis Ta
aprepianbHa rineptensis, a HS 4 crymens — HelTponenis. Vci
HA 3 i 4 crynens npunununmce.

- He nosimommsinocs npo HS 3 neransuumu HacaiIKaMu
(5 crynens) abo Bunaaku cmepri.

- He nosinommsinocs npo CHSL.

- He cnocrepiranocs HS, mo npussenu no nepeayacHoro
NPUMHHEHHST  3aCTOCYBaHHS  Oy/b-SKOTO  JIOCIIiIKYBaHOTO
NiKyBaHH4,

- ¥ rpyni nauientis 3 ve-JIBBKJI, ki otpumysanu TiKYBaHHs
3a cxemoro G-CHP, ne 3adikcoBano sunazkie JIJIT.

Pexum nikyBanns G-CHP — JIBBK.JI

- Y BCix 25 nauieHTiB cnioctepiranocs monaiimenme oane HSL.

- Haii6inbw nomupenumu HSI 6ynu crommiosanicrs, HYJI0Ta,
Aiapesi, HEHTPOIIEHis Ta aloneLis.

- ¥ 19 (19/25; 76 %) nauienris cnocrepiranocs monaiimene
onHe H 3—4 crynens: y 4 3 4 naujenris — y Tpyni J03yBaHHs
1,4 mr/kr; 4 3 4 nauientis — y rpyni go3ysauns 1,8 mr/kr ta y 1l
3 17 mauientis — y rpyni poswnpenns no3ysauns 1,8 Mr/kr.

- ToBigomneno npo oxwe HS 3 nerassHum Hachigkom
(5 crynens) — cenTuuHmit mok — y rpyni  po3UIMpeHHs
nosyBanHs 1,8 mr/kr. Jlpa nauienTa MIOMEPIM  BHACHTIAOK
NpOrpecyBaHHs 3aXBOPIOBAHHS; M0 OJHOMY MAL{EHTY B Ipymi
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Ao3yBanHA 1,4 Mr/kr Ta B rpymi posmmpenoro J03YBaHHS
1,8 Mmr/kr.

- ¥ 10 nauienTis (10/25; 40 %) cnocTepiranocs LoHaiiMe e
oane CHSL: y 1 3 4 nauienris y rpyni no3yBaHHA 1,4 mr/kr, 3 3
4 nauientie — y rpyni gosysanns 1,8 mr/kr, i 6 3 17 NaLieHTIB —
Y Tpymi posumupeHoro mosyeanss 1,8 mr/kr. V 8 mauienTin
(8/25; 32%) cnocrepiranocs oHaliMenme onve CHA,
NnoB’a3aHe 3 JikysanusM. HaiiGinbw nommupennm CHS Oyna
(eGpunbua neiftponenis (7 3 25 MaLieHTIB).

- Y 4 nauientie (4/25; 16 %) cnocrepiranucs HSl, mo
NpU3BeIN 0 MEpeJyacHOr0 MNpPUIMHEHHS 3aCTOCYBAHH
nonary3ymaby BeA0THHY: 2 3 4 NauieHTiB — y rpymi J103yBaHHs
1,8 Mr/kr i 2 3 17 naujenrie — y rpyni PO3LIMPEHH:A 103yBaHHA
1,8 Mr/kr. 3arasom 4 nmanienTy (4/25; 16 %) mamn HS, wpo
MPU3BEJIH 10 MEPEYacCHOTO NpPUMMHEHHS 3aCTOCYBAaHHS
KOXKHOrO 3 J0CHi/UKYBaHHX  JiKAapchKHX  3acobiB
(06iHyTy3ymaby, umknodocdaminy, JOKCOpYOilMHy  Ta
mpelHizony): 2 mauienta (2/4, 50 %) B rpyni J03yBaHHs
1.8 mr/kr i 2 maujenta (2/17, 11,8 %) B rpyni po3lMUpeHHs
nosysanHs 1,8 mr/kr.

- ¥V 1 nauienra 3 IBBKJI possunymmcs JJIT (pebpunbua
HEATpONeHis | TpPOMGOLMTONEHIs) Mpu 3acTocyBanHi cxemu G-
CHP. Lli sBuma we npusBenu 0 3MiHM JOCIIi JPKYBaHOTO
JNiKYBaHHS | 3HUKIM yepe3 6 aHiB Ha doni nikysanns 3a
ponomororo  I'-KC®, antubiotukie Ta repeiuBaHHs
TPOMOOLIMTIB,

IMYHOI'EHHICTh

3aranpHa yacrora yreopenns ADA min vac NIKYBaHHS B ycix
rpynax JiKyBaHHs MoNaTy3ymMaboM BEIOTHHOM CTaHOBHJA
0,0% (0 i3 63 obecTexenux nauieHTiB). XubHO HeraTHBHI
Pe3ynpTaTH €  MalofMOBIPHMMH,  OCKiJbKM  piBeHb
IHPKYJTIHOOYOT0 KOH I0raTy aHTHTia 3 npenaparom (ADC) Gys
HHXKYE OYiKyBaHOrO piBHs BILIMBY Ha pe3yNbTaTH aHallizy Ha
migcTaBi npodino nepeHocumocti nikapcekoro 3acofy B
aHanisi. Huseka uacrora yrBopenns ADA y TNauieHTiB, sKi
OTPUMYBAJIM M0JaTy3yMal BeJOTHH, CBIAYMTBH, IO MOTEHI{AN
IMYHOTEHHOCTI € HU3BKHM i Lie He € HEe3BMYHHM, BPaxoBYIOYH,
o ue B-kiitnnu € Mimensmu. Uepes BincyTHiCTs N03MTHBHIX
pesynbratis mon0 ADA Ha gaHuii uyac He MO)KHA 3poduTH
BHCHOBKHM CTOCOBHO MOTeHLiKHOro BrumBy ADA Ha O®K,
besrieky uu edekrusHicTs. Byne MPOAOBIKYBATUCS pETE/IbHUI
MOHITOPHHT MAL[€HTIB Ha npeaMeT OyAb-sKOi MOTEHIiitHOT
IMyHHOT BiINOBiAI Ha MonaTy3ymMab BeIOTHH B yCiX NOTOUHHX
Ta NMOJAJbIIKX JOCIi IKEHHIX.
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3arajibHa yactoTa yTBopeHHs ADA nin uac nikyaHHs B ycix
rpynax mikyBaHHs oGiHyTy3ymabom craHosmma 0,0 % (0 i3 24
O0CTeeHMX  nauieHTiB). MoXIHBO, 110 KOHLEHTparii
LMPKYJII00Y0ro 06inyTy3ymaby OyaM HOCHTH BHCOKHMH i
BIUIMBY HA pe3yIbTaTW aHalisy Ha migcrasi mnpodimo
TIEPEHOCHMOCTI JiKapehkoro 3acoby B amamizi. MouiTopuur
ADA Gyne npoiosikyBaTHCs 10 0OAHOTO POKY T/ JTiKyBaHHs..

OCHOBHMMH LiTAMU JOCITIIKEHHS GYI0 BCTAHOBHTH MII]] ta
CXeMy 3aCTOCyBaHHA nonatysymaly BeJOTHHY, a TaKOX
OLIHHTH Ge3neKy Ta MepeHOCHMICTh 3aCTOCYBAHHS CXEMMU
nosatysymab + R/G-CHP naujienrtam 3 B-knituasorw HXJI.

ITepBunna kinneea touka (BeranoBnenns MIIJ] Ta cxemu
3acTocyBaHHs)  Oyna  JOCATHYTAa  NpM  3acTOCYBaHH
nosiaryzymaldy BeJOTHHY 103010 1,8 MI/kr koxeHn 21 neHb y
komOinauii 3 R/G-CHP nporsrom 6 aGo 8 1ukiis.

3araneHuil npodine Gesmekn cxemu mnomatysyma6 + R/G-
CHP, mo 3actocoBysanack mauieHTaMm 3 B-KIiTHHHOIO HXIJI,
OyE KOHTPOIBOBAaHWM Ta MOPIBHAHHUM 3 BCTAHOBJIEHHM
npodinem Gesnexu cxem R-CHOP ta G-CHOP B noni6uiii
nonynsAuii nauienrtis. Xapakrep Ta Tmkkicts HS, mo
CTOCTepiranucs, 3HaX0TUIHCS B MeXKaX 04iKyBaHOrO JlianasoHy
npodinis 6esnexu cxem R-CHOP Ta G-CHOP. Hoeux curnasie
O/10 OE3MEeKH HE BHABJIEHO,

®apmakokiHeTHKa mojiaTy3ymaly BejoTHHY Oyia nobpe
OXapakTepHU30BaHa y JAHOMY JOCIIUKEHHI, i 0yJi0 BHABIEHO,
o (apMaKOKiHETHKA He 3al€XWThb Bill riCTOJOrIUHOro TUTY
22. BHCHOBOK (3aK/IKOYeHHs) HXJI  (3mimana B-knitmesa HXJI a6o JIBBKJI). He
crocTepiranocs  KIiHIYHO —3HAYylMX  (PapMaKOKiHETHIHHX
B33aEMOJIi¥ MiXK JIOCTIi[DKYBaHUMK TIpEnapaTamu, Ta pe3yJibTaTh
BHBYEHHS dhapmakoKiHeTHKH 3arajaom Bi/lNOBigamu
OYiKYBaHHAM 3 TONEPEIHIX AOCIijUKEeHb nonatysymaby
BEJIOTHHY,  pUTYKcuMalOy/obiHyTy3ymaby Ta/abo  CHP.
®apMaKOKiHETHYHMH ~ aHalli3 [iATBEpMKYE 3aCTOCYBaHHs
KkoMOiHawii nonarysyma6 + R/G-CHP npu B-knitunniit HXJI, y
ToMy yMcai nipu JIBBKJIL.

Ilpn BusHauenni micns BUXigHOrO piBHs He GymM BHsABIEHI
aHTHTINA JI0 nonarysymaby BeJoTHHY a6o 06iHyTy3ymaly B
Oyxb-sikiii 3 rpyn JikyBaHH# 3a cXemaMmu nonatysyma6 + R/G-
CHP a6o nonarysyma6 + G-CHP BignoBigHo.

[Tonatysyma6 BenoTiH y kom6inauii 3 R-CHP a6o G-CHP e
e(exTrBHUM y 3a6e3neuenHi KiiHiuHOT BiAMOBIAi pu nikyBauHi
nauieHtis 3 B-knitunnoro HXJI. YV 6inbuiocri Nalji€HTIB,
BKJIFOYEHUX Yy JOCHiIkeHHs, Oymo miarHocroBano JIBBKJI,
BOHH paHillle He OTPMMYBAIM TeParilo Ta Majll HECTIPHSTIHUBI
NPOTHOCTHYHI (aKTOPH, TaKi SIK BHCOKUI NMPOMiXHHMIT PH3HK i
BUCOKHH PH3MK 3a MiXKHApOJHUM TIPOTHOCTHUYHHMM iHJEKCOM
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(MIII). ¥V uwmx nauieHtiB 3 panime HengikosaHoo JIBBKIJI
nojary3ymad BeOTHH 3abe3nedyyBaB BMCOKY YacTOTY MOBHOI
Bianogiai 3 nokpaieHHam BBIT i 3B npu noeananni 3 R-CHP
abo G-CHP, wo niareepaxye HeoOXiJHICTb MMOAANBLIOTO
BMBYEHHA  3aCTOCYBaHHs  MOJaTy3ymady  BEOOTHHY 3
IMYHOXIMIOTEpAIT€I0 Y JIIKYBaHHI LbOTO 3aXBOPHOBAHHS.

BnacHuk peectpauiitHoro noceigueHHs (3asgBHHUK)

basens, 5 xoBTHA 2021 poky

[Miamuc ITinnuc
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