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OAKTOPbLI HEBJTATOMNPUATHOIO NMPOIMHO3A

e FLIPI, m7-FLIPI
* CymMapHbIN meTabonnyecknm obbem onyxonm

e OTBET Ha MHAYKLUMOHHYIO Tepanuto (nporpeccmna 3abonesaHma B
TeyeHue 24 mec)

* M13T-KT Ha MOMEHT 3aBepLleHna MHAYKumK (ctatyc 3aboneBaHus)



[MporHocTuieckum nHaekc FLIPI (n=4167)
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Survival probability
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CoyeTaHWe KNMHUYECKUX N MONEKYIAPHbLIX NapaMeTpPOB B
nporHoctuyeckomn mogenmu npu ®Ji
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Peunans B TeyeHue 2-x net nocne R-CHOP asnaetca
HebnaronpmMATHbIM MPOrHOCTUYECKUM PpaKTopom npu OJ1

NanHble National LymphoCare Study group (A) u He3aBucnumasna Bannamnsaums Ha npumepe 147 6onbHbix OJ1 (B)
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CyMMapHbIN meTabonnyeckmin obvbem onyxonu
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[19T-0TBET Ha Tepanuio Noc/ie 3aBepLleHnA

MHAOYKUUK
FOLLCOLL study, 246 nayneHTOB
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CymMmapHbIM meTabonnyecknim ob6vem onyxonu
+ [12T nocne nHAYKUMn: sanaHue Ha bll1B

Survival Probability

PFS according to TMTV (Cutoff > 510) and PET>=4 at the end of therapy
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CymMmapHbI meTabonmnyeckun obvem onyxonu + MN3T
nocne UHAYKUUU: BAnAHMe Ha 2-neTHtoto bl1B
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SUGGESTED TREATMENT REGIMENS2.b.c
An FDA-approved biosimilar is an appropriate substitute for rituximab.

{Preferred reglmengi (alphabetical order) \

» Bendamustine® + obinutuzumab or rituximab
» CHOP + obinutuzumab' or rituximab
» CVP + obinutuzumab' or rituximab
» Lenalidomide + rituximab
= Other recommended regimens (alphabetical order)

» Ibritumomab tiuxetan®

» Lenalidomide (if not a candidate for anti-CD20 monoclona
antibody therapy)

» Lenalidomide + obinutuzumab

» Obinutuzumab
» PI3K inhibitors (relapsed/refractory after 2 prior therapies

© Copanlisib™

¢ Duvelisib™
o ldelalisib™
h

» See Second-line Therapy for DLBCL (BCEL-C 2 of 4)
without regard to transplantability

Consider prophylaxis for tumor lysis syndrome (See NHODG-B)
See monoclonal antibody and viral reactivation (NHODG-B)

a See references for regimens on FOLL-B 3 of 4 and FOLL-B 4 of 4.

b The choice of initial therapy requires consideration of many factors, including age, comorbidities,
and future treatment possibilities (eg, HDT with ASCR). Therefore, treatment selection is highly

(if none of the therapies are expected to be tolerable in the opinion of treating
physician)
-P rred regimen
» Rituximab (375 mg/m? weekly for 4 doses)
= Other recommended regimens
» Chlorambucil % rituximab
» Cyclophosphamide % rituximab
» Ibritumomab tiuxetan® (category 28)
nd-line Consolidation or ing (optional)
= Preferred regimen
» Rituximab maintenance 375 mg/m? one dose every 12 weeks for 2 years
(category 1)
» Obinutuzumab maintenance for rituximab-refractory disease (1 g every 8
weeks for total of 12 doses)
= Other recommended regimens
» High-dose therapy with autologous stem cell rescue
» Allogeneic hematopoietic cell transplant for highly selected patients
ic Transformation to DLBCL
= Anti-CD19 CAR T-cell therapy (only after 22 prior chemoimmunotherapy
regimens)™°
» Axicabtagene ciloleucel
» Tisagenlecleucel

| Generally, a first-line regimen is not repeated.
K Prophylaxis for PJP and VZV should be administered; see NCCN Guidelines for

individualized.
€ Rituximab and hyaluronidase human injection for subcutaneous use may be substituted for Prevention and Treatment of Cancer-Rela infections.
rituximab after patients have received the first full dose of rituximab by intravenous infusion. This | The clinical trial evaluating this regimen included obinutuzumab maintenance. The use
substitution cannot be made for rituximab used In combination with ibritumomab tiuxetan. without maintenance was an extrapoiation of the data. Obinutuzumab is preferred in
9 Selection of patients requires adequate marrow cellularity >15% and <25% involvement of patients with rituximab refractory disease, which includes disease progressing on or
lymphoma in bone marrow, and platelets >100,000. In patients with prior autologous stem cell within 6 months of prior rituximab therapy.
rescue, referral to a tertiary care center is highly recommended for ibritumomab tiuxetan. If m See Special Considerations for the Use of Small-Molecule Inhibitors (NHODG-E).
ibritumomab tiuxetan is considered, bilateral cores are recommended and the pathologist should " See Guidance for Treatment of Patients with Chimeric Antigen Receptor (CAR) T-Cell
provide the percent of overall cellular elements and the percent of cellular eilements involved in Therapy (BCEL-D).
the marrow. As of 2010, updates suggest a trend towards an increased risk of MDS with RIT. © Patients should have received at least one anthracycline or anthracenedione-based
Cytogenetics/FISH assessment for MDS markers is recommended for patients receiving RIT. regimen, unless contraindicated.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN belioves that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. FOLL-B




GADOLIN: AinzanH nccneposaHna (NCT01059630)

no/MO/C3
PedpakTepHblie k

putykcumaoy CD20+ O6uHyTYy3ymab OOGuHYTY3yMmab

uHXU1 1000 mre/B. AHn 1, 8 n 15 Uukn 1; 1000 mr B/B Kaxkable 2
Oenb 1 Lukn 2—6 (umkn 28 gHen) MecsLa Ha NPOTSXKEeHUU
(1. ¢"’ JIM3 n bengamycTuH 2 nNeT wnn o
JINMUJT) 90 mr/m2/peHb B/B; OeHb 1 n 2 yuknos nporpeccupoBaHus
(N=413) 1—6 (uukn 28 gHen) 3aboneBaHus

dakTopbl cTpatTundumKaun:
* [Moatun HXJ1 (PJ1 vs npoune)
* [lpepgwecTteyrowaa tepanua (2 vs >2)

e Twun pedppaktepHocTu (R-MmoHO vs R-xemo) BeHoamycTuH
« PervioH 120 mr/m?/genHb B/B; OeHb 1 1 2 ymnknos

1—6 (unkn 28 gHen)

« MexayHapoagHoe, OTKpbIToe, paHOOMWU3UpOBaHHOE UccrenoBaHue,

« OTBeT oueHmBarncs no pesynbraramMm KT, npoBoaoMMOro nocrie okoOH4aHUA UHAOYKUMW;, aarnee Kaxkable 3 Mecsila Ha
NPOTSXXEHUMN 2 NET, 3aTeM Kaable 6 mecsueB

MHXJ1 — MHOONEHTHAaA HEXOOMKMHCKaA numdcoma;
G-B — obuHyTy3aymab nnroc 6eHgamycTuH; G - obuHyTysymab

L.H. Sehn et al, 2015 ASCO Annual Meeting,
J Clin Oncol 33, 2015 (suppl; abstr LBA8502)



BbIN

G-B 164 138 107

GADOLIN: ¢puHanbHble pe3ynbtaTbl OB 1 BBI

Puck peumnamnsa 3aboneBaHma CHUXKeH Ha 49%!!!
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Laurie H Sehn, 61st ASH Annual Meeting & Exposition, December 7-10, 2019, Orlando, Florida, USA
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GADOLIN: Bbl1 8 3aBucumoctu ot ctatyca MObB

= MRD- (n=84)
MRD+ (n=33)
+ Censored

KonuyectBO NnaumeHToB

MRD-
MRD+

HR, 0.39 (95% CI: 0.19, 0.78)
| | | | | | | | | | |
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Bpemsi HabnogeHus, mecsilbl
84 83 [ 66 55 41 31 22 14 9 1
33 31 23 17 14 10 ] 3 2 1

Sehn L, et al. Lancet Oncol 2016;17:1081-93;

Cheson B, et al. Blood 2016;128:615;

Lobetti-Bodoni C, et al. Ther Adv Hematol 2013,;4:189-98;
Pott C, et al. Blood 2015;126:3978;

Pott C, et al. Methods Mol Biol 2013,971:175-200



GADOLIN: BbI1 B 3aBucmocTtu ot ctatyca MOb
Ha MOMEHT OKOHYaHUA nevyeHua!

BepoaTtHaa BEI

BrnepBble AaHHble Obinn NnpeacTaBaeHbl Ha ASH 2015

G-B: MOB HeratuBHbIN (N=37)

— B: MOB HeratuBHbIn (N=16)
G-B: MOB no3utueHbIn (N=5)
B: MOB nosuntueHbIn (N=19)

L

e —— — —— ]

| | | |
0 12 24 36 48

Bpema nocne oKkoH4YaHMA nevyeHus (mec)

I'ny6MHa OTBETA BO BpeEMA UHAOYKLUNN obecneuymBaeT 3HaUnMMoe npenmyuwectso anAa KOM6MHaLI,MM G-B

Pott et al. ASH 2015 (Abstract 3978)
Hamlin. Lancet Oncol 2016,pii:S1470-2045(16)30157—7



GADOLIN: HexxenatTenoHbleé ABNeHUA 3-4 cTeneHun TAXeCcTu

Mremaronornyeckue HHA

HA, n (%)*

HenTponeHus 64 (33.0) 22 (26.3)
TpomGoUHTONEHWA 21 (10.8) 32 (16.2)
A A 15 (7.7 20 (10.1)
Pebp. HelTponeHunA 9 (4.6) 7 (3.5
Nedkonesmn 2 (1.0 3(1.5)

* ParscTpeimn HecHbHE HA v osand nawss-Ta WnTHBANaCE Had aane HA

He rematonorvvyeckne HA*

HH, A [%)"

Hudiy aisounees peasagpe’" 21 [10.8) 11 (4.6}
PHOTS 411 211 1
CHteEHHE A TETHTA 311.5) 201.0%
Cnafooms 311.5) & {3 6
Tow-oTa 2 (1.0 G430}
Ouapes 2 (1.4 & {2 6)
NopbapeHe TEWNENAT b 2 (1.0 n
lonoasan Gonk { (05) 28100

" PerwicTpows Heconiosms HA ¥ GOHOMG MelanTa Yy Teilsbsets s o0 HA

** HA c yacTorol 2 15% moss CTENSHSA TRRECTH

" HA saperaoTpel poss--Es B0 SDENA WMOA B TeYEHne 24 yaocos nocne Aidysae W
DOCUAHEHHBE =5 S0t as--eil ¢ HaH-NdB0 NEEr@pa 1o Wocnaposaq e



KOMBUHALINA BEHOAMYCTUH (B) + PUTYKCUMAG (R) B
JNESEHNW PELMAONBOB U PEOPAKTEPHbBIX ®OPM nHXJ/I

UccneposaHue

Robinson et al. 2008

Rummel et al. 2005

Lakner et al. 2011

Pexxum

B 90mr/m2 (d2+3)+R
375mr/m2 (d1) x 4-6

B 90mr/m2 (d1+2)+R
375mr/m2 (d1) x <4

B 90mr/m2 (d1+2)+R
375mr/m2 (d1) x 4-6

Kon-Bo

60/IbHbIX

66

63

62

03

92%

90%

83%

np ypP BMNB (meaunaHa)
55% 38% 23 mecAauya
60% 30% 24 mecAaua
44% 39% 41 mecauy,

Robinson K.S. et al. J.Clin Oncol 2008 Sep;26(27):4473-9
Rummel et al. J.Clin Oncol 2005 May;23(15):3383-9
Lakner V. et al. Annals of Oncol 2011 Jun;22(4):309



JleHannaomma B MOHOTEPANUU U B KOMBUHaUUKM C
PUTYKCUMabom npu nedeHmm p/p OJ1

* [lpocnekTBHOE PaHAOMU3UPOBAHHOE UCCNea0BaHUE, N = 91

O6wmi oTBeT, n (%) 24 (53,3%) 35 (76,6%)
MonHbin oTBeT, N (%) 9 (20,0%) 18 (39,1%)
YactnuHbiv oTBeT, % 33,3% 37,0%
MepgwnaHa BEI1, rogbl 1,1 2,0
1.0 T, L n =45 Events = 36 x2=9.3 . 1.0 T
— e ——=— LR n =46 Events = 26 P=.0023 "2-.. 1"———1-H-
= I-“'-|I_ = +
3 0.8 l-——I % 0.8 B i
@ L = -t | S
= aY o +
&£ 06 Y BbIN = o6 OB .
5 b 2
= 0.4+ ———r1,. = 0.4 fiei-
= i 3
= 024 i b © 02-
£ M + s ——— R nlae Eveme_7  Pl.1a2
S
0 1 2 3 a 5 0 1 2 3 4 5
Time Since Study Entry (years) Time Since Study Entry (years)

J. Leonard, et al. JCO. 2015 33(31):3635-40
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SUGGESTED TREATMENT REGIMENS2.b.c
An FDA-approved biosimilar is an appropriate substitute for rituximab.

- Preferred reglmengi (allphabetical ol r!der) (if none of the therapies are expected to be tolerable in the opinion of treating

k physician)
» Bendamustine™ + obinutuzumab or rituximab P rred regimen

» CHOP + obinutuzumab' or rituximab 2 wee
» CVP + obinutuzumab' or rituximab - aﬁ.'iﬁmifnﬁ:i&%'%.mﬂ! i o
» Lenalidomide + rituximab » Chlorambucil # rituximab
= Other recommended regimens (alphabetical order) » Cyclophosphamide % rituximab
» Ibritumomab tiuxetan® » Ibritumomab tiuxetan9 (category 28)
» Lenalidomide (if not a candidate for anti-CD20 monoclonal nd-line Consolidation or ing (optional)
antibody therapy) = Preferred regimen
: (L;b'l‘::"?&'::::b"‘ obinutuzumab » Rituximab maintenance 375 mg/m? one dose every 12 weeks for 2 years
ca ory 1
» PI3K inhibitors (relapsed/refractory after 2 prior therapies) > s)blt:gturzyun)\ab malntenance for rituximab-refractory disease (1 g every 8

© Copanlisib™
© Duvelisib™
O Idelalisib™
» Rituximab
» See Second-line Therapy for DLBCL (BCEL-C 2 of 4)
without regard to transplantability

Other recommended reglmens
» High-dose therapy with autologous stem cell rescue
» Allogeneic hematopoietic cell transplant for highly selected patients

AE-AATAASAT “ASATA LB AT AR A S = AT

= Anti-CD19 CAR T-cell therapy (only after 22 prior chemoimmunotherapy

Consider prophylaxis for tumor lysis syndrome (See NHODG-B) regimens)™°
See monoclonal antibody and viral reactivation (NHODG-B) » Axicabtagene ciloleucel
a See references for regimens on FOLL-B 3 0of 4 and FOLL-B 4 of 4. » Tisagenlecleucel

b The choice of initial therapy requires consideration of many factors, including age, comorbidities, )
and future treatment possibilities (eg, HDT with ASCR). Therefore, treatment selection is highly | Generally, a first-line regimen is not repeated.

individualized. K Prophylaxis for PJP and VZV should be administered; see NCCN Guidelines for
€ Rituximab and hyaluronidase human injection for subcutaneous use may be substituted for Prevention and Treatment of Cancer-Rela infections.
rituximab after patients have received the first full dose of rituximab by intravenous infusion. This | The clinical trial evaluating this regimen included obinutuzumab maintenance. The use
substitution cannot be made for rituximab used In combination with ibritumomab tiuxetan. without maintenance was an extrapoiation of the data. Obinutuzumab is preferred in
9 Selection of patients requires adequate marrow cellularity >15% and <25% involvement of patients with rituximab refractory disease, which includes disease progressing on or
lymphoma in bone marrow, and platelets >100,000. In patients with prior autologous stem cell within 6 months of prior rituximab therapy.
rescue, referral to a tertiary care center is highly recommended for ibritumomab tiuxetan. If m See Special Considerations for the Use of Small-Molecule Inhibitors (NHODG-E).
ibritumomab tiuxetan is considered, bilateral cores are recommended and the pathologist should " See Guidance for Treatment of Patients with Chimeric Antigen Receptor (CAR) T-Cell
provide the percent of overall cellular elements and the percent of cellular eilements involved in Therapy (BCEL-D).
the marrow. As of 2010, updates suggest a trend towards an increased risk of MDS with RIT. © Patients should have received at least one anthracycline or anthracenedione-based
Cytogenetics/FISH assessment for MDS markers is recommended for patients receiving RIT. regimen, unless contraindicated.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN belioves that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

FOLL-B




RAVMHWNYECKOE HABJTKOAEHWE 1

bonbHaa T., 39 net

[unarnos: PonnukynapHaa nimmdpoma 1-2 untonormyeckoro tmna, IV BX cT. c noparkeHnem BHYTPUTPYAHDIX,
BHYTPUOPIOLWHbIX, 3a06PIOWKMHHBIX IMMGOY3N0B, NOAXKENYAOYHOM Kenesbl, KOCTHOrO MO3ra; rpynna NPOMeXKYTOYHOro
pucka (FIIP1 1). FLIPI 2 -? (HeT AaHHbIX NO B-2 MUKPOTNOOYAUHY - NPOMENKYTOUYHbIA NN BbICOKUIA)

Pe3ncteHTHOe TeyeHue.

KT: obpa3oBaHune Buoncus Crabunmsauus YP: Deaville 3
GprowHOI NONOCTM 13 df] 1-2 1L.T. 56x167x150mm, 50x120x103 mm,
70x170x165 mm IVB cT SUVmax 6,05 SUVmax 2,66

M3T-KT || 2 Kypca GB M3T-KT
06.11.18 11.01.19

11.18 12.18

D D [T

02.18 O6.18l 07.18 10.18 l

KM+ KM+



RIANHNWHECKOE HAB/TKOAEHWE 1

bonbHaa T., 39 nert

AnarHo3s: ®onnmkynapHaa ammeboma 1-2 yutonormyeckoro tuna, IV BX cT. ¢ nopaXeHnem BHYTPUTPYAHbIX,
BHYTPUOPIOLWHbIX, 3a6POWNHHBIX AMMPOY3/10B, NOAKENYA0YHOMN Xenedbl, KOCTHOro Mo3ra; rpynna
npomexyTtoyHoro pucka (FIIPI 1).

XummnoTtepanua: CHOP Ne4, PesnucteHTHOe TeyeHme.
G-B Ne6, aytoTICK o1 23.08.19.

506120103 Coor
X12UX MM, Deaville2  ayTtolCK AyTOTICK
SUVmax 2,66
A A
|| 2 Kypca GB 11.01.19 05.06.19 || G-noaaepKKa

07.18 23.08.19




RIANHNYECKOE HAB/THOLEHWE 2

[3: ®J1, IVA cTagmsa, c noparkeHnem nepmpepuyecknx, MeamactTMHanbHbIX, abaoMUHANbHbIX TMMPOY310B, KOCTHOro mo3ra. FLIPI
(FLIPI2) npomeXKyTouHbI PUCK

* lemorpamma: fleik 21,6x10°/n Tp 292x10°/n He 126 r/n numdouuntbl 77%

« NAr 190 E/n, B-2 muKpornobynumH 3,6 mr/n

* Muenorpamma: 6nactbl 0,4%, numdoumnTtbl 65,2% y3KoUMUTONNA3MEHHbIE C HENPABUbHON popMon s4pa

* [lpoTouyHas uutTomeTpua nepmudpepunyeckon kposu: CD19+, CD20+, CD10+, CD23-, CD5-, CD38+, CD200-

* FISH nepudepuueckoii Kposu: B 48% aaep sbisneHa t(14;18)(q32;921). TpaHcnoKauma c BoBnedeHnem cMYC/8qg24 He BbiaBneHa

* TpenaHobuonTaT: cneunduyeckoe nopaxeHne KM

KT: nepudepuyeckue 10- Buoncua YBennmuyeHue buoncua
33 mm, 3abplownkkbie, 1y fl3: O/ 2 1. M3T-HeraTneHas Nogmblweunbix  A3: PN 2 0.1
Masioro Tasa 1 naxosble — IVA cT pemuccus

KOHrnomepatbl 10-45 mm “/y

) [ || rossenoa - D

l01.16 06.16l 08.16 02.17 03.17 05.17

KM+ KM-

13.01.16



RIAVMHWNYECKOE HABJTFHOAERWNE 2

MIT-KT ot 16.06.17:
LLlelMHble MHOXeCTBEHHble A0 16 MM, BHYTpUrpyaHble a/y Bcex rpynn Ao 22 MM, noagmMmblleYyHble Ao 19 mm

J1/y BOpOT neyeHu, napanaHKpeaTUYecKon KNeTyaTku, napaaopTrasibHble, NoAB3A0LWHbIE C POPMUPOBAHME KOHIZIOMEPATOB
A0 52 mm. MapaaopTasbHbin KOHIoMepaT cneBa 107x82x172 mm. CeneseHka 165x58x144 mm, BbINOT B NNE€BPaAIbHbIX
NONOCTAX

B remorpamme neikouuntos 200x10°/n

AnarHo3s: ®J1, IVA ctagms, ¢ nopakeHnem nepndpepuyeckmx, MegmactmHasibHblX, abaoMMHANbHbIX TIMMPOY3/10B, KOCTHOTO
mos3ra. FLIPI (FLIPI2) npomexyTo4HbI pUck. 6 Kypcos R-CHOP-21. MN3T-HeratneHaa pemuccus. Moaaepka putykcumabom.

MepBbi paHHUM peunamns (2 uutonornyeckmit Tmn), IVB ctagma c nemkemunsaumen

. M9T «-» Cbop MN3T «-»
PaHHUK peunans pemmccus ayTolCK AyTOTICK pemuceus
16.06.17 || 3 Kypca GB 05.09.17 || TIOAACPHES 11.01.20
2.02.18

!

KM+ KM- KM-




TO BEORNOT TO BE




PekomeHgaunm no TICK npun OJ1
[ o | woms

NP1 He pekomeHaoBaHa He pekomeHaoBaHa

MepBUYHaa pedpaKkTepHOCTb CtanpapT CraHpapT/KanHunyeckaa onuus
(XnmmnouyscTBUTENbHAA)

MepBUYHaA pedpakTepHOCTb He nokasaHa CtaHpapT/KnnHuyeckasa onuus
(pe3uncteHTHasn)
1-11 paHHWI peunamBs Cranpapt KnnHunyeckaa onums

(XMMouyBCTBUTENbHBIN)

2-" peunans (Pe3UCTEHTHbIN) He NokasaHa/He pekomeHaoBaHa KnnHunyeckaa onuyunsa
No3aHun peungns KanHunyeckasa onuyuma KnnHunyeckasa onyuna
Peunamns nocne aytoTICK He NokasaHa/He pekomeHaoBaHa KnnHnyeckasa onuyuna

TpaHchopmauymsa CraHpapTt KnnHunyeckaa onuyunsa



PanHun peumnans ®J1 nocne R-CHOP cTtpatuduumpyet
NnaLuMeHTOB B rpynny BbICOKOro pucka (cobbitne — cmepThb)
(National LymphomaCare Study)

588 nauunentos ®J1, y 110 (19%) Bo3HUKNaA Nporpeccua 3abonesaHus <24 mec (24M3) nocne R-CHOP.
2403 accoumnmpoBaHa € NJIOXMM MPOTrHO30M

A 1.0 4 R B 1.0 =ty
HAH-H R L L T —,
0.8 0.8
o B o
S S c 38
@ 2 04- @ S 04-
o =
0.2 0.2
== Early POD == Early POD
Reference Reference
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
Time From Risk-Defining Events (months) Time From Risk-Defining Events (months)
No. at risk
Early POD 110 82 66 56 50 42 32 14 3
Reference 420 408 387 363 344 253 145 34 0

Casulo et al. J Clin Oncol. 2015; 33(23): 2516-2522




BXT-ayToTICK npu ®/1: pantenbHoe HabatoaeHue
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Montoto et al, Leukemia, 2007 Rohatiner et al, JCO, 2007

ITTAyTOTICK no3BonaeT noay4ynTb ANUTENIbHbIE PEMUCCUM U BbINTM Ha nnaTo bl1B



o 1001
| -
(qv}
=)
=
(@)
3] 0.75 -
QO —
R
=
8—3 0.50 -
_—
=2
(«b]
=
12 0.25 4
QL
—
(40
(a1

0

[1034HAA TOKCMYHOCTb: puck MAC

N =121

6 8 10 12 14 16 18 20
Time (years)

Rohatiner et al, JCO, 2007

Overall Survival
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AyTo Tl CK B nepBou anHum tepanmm @J

I 5M1B/5CB T

GLSG MNXT<ayToTICK -
(Lenz et al, 2004)
GOELAMS MNXT<ayTtoTICK [NXT=ayToTICK

(Deconinck et al, 2006;
Gyan et al, 2009)

GELA MNXT=ayToTICK [NXT=ayToTICK
(Sebban et al, 2006)
GITMO/IIL MNXT<ayToTICK [NXT=ayToTICK

(Ladetto et al, 2008)



AyToTICK vs NXT npwu p/p ®J1

D
5 2
g =
% g
3 g
0.4
0.3 4
0.2 | 0.2 4
Events Total Events Total
01l — Chemotherapy 14 24 0.1l — Chemotherapy 20 24
i e Unpurged 6 22 T e Unpurged 9 22
- ~—- Purged 8 24 —-——- Purged 11 24
T — T i T ! il 1 i i T ) T i L
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Patients at risk Months From Randomization Patients at Months
Chemotherapy 24 20 19 18 11 8 2 1 Chemotherapy 24 9 6 6 4 2 1 1
Unpurged 22 18 15 14 14 12 10 4 Unpurged 22 16 11 1 11 9 8 2
Purged 24 20 19 18 17 13 7 3 Purged 24 16 12 12 12 8 6 3

Schouten et al, JCO, 2003



BansaHue npeaecTsyoLemn Tepanmm
pPUTYKCMMabom Ha BCB 1 OB nocne aytoTICK

*\-\l——-———-

0%

3
-4
=~ Do previous monodanal antibodies
D H — previous monodional antibodies
p=0014
fm)
3 — 1 o $e Uiahe = & : L ¥ . i s L)
0 10 20 3 40 30 6 0 30 9 100 110 120 © 10 20 30 4 30 60 0 S O 100 110 120

Time > Tume (meonths)

El-Najjar et al. Annals Oncol, 2014



BansaHue ncnonb3osaHmna putykcumaba m aytoTlCK
Ha BCB n OB y 6onbHbIX PJ1 B peunamnse

Putykcumab+ Putykcnumab -

Kaplan-Meier estimate

0.2

0.1

0.0

0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (months) Time (months)

1.0
0.9
0.8
0.7
0.6
0.5
0.4

Kaplan-Meier estimate

0.3
0.2

| OB
E:; ‘ P=0,005 OB o P=0,052

---- TPAHCMAQHTH pOBaHHer 10 20 30 40 50 60 0 10 Zb 3(5 40I 5(; 60I
Time (months) Time (months)
___He TpaHCnNaHTUPOBaAHHbLbIE

Le Gouill et al, Haematologica, 2011



AyTO-TI CK+puTyKCUMab nydwe ayto Tl CK?

PaHaoomusauumsa

L

PUTYyKCMMab+
OYUCTKA TPaHCNAaHTaTa
In vivo

PUTyKCMMab- PUTyKCMmab- Putykcumab+
OYMCTKA TPaHCNaHTaTa OYMCTKa TPaHCn/aHTaTa OYMCTKA TPaHCNaHTaTa
In vivo In vivo In vivo
MNopaeprkka [MNopaeprkka
PUTYKCMMabom HabnoaeHue pPUTYKCMMabom

375 mr/m? 1 pas B 2 mec
B TeyeHue 2 net

375 mr/m? 1 pas B 2 mec
B TeyeHue 2 net

HabnwogeHue

MNoaaepskKa vs HabntoaeHue: BMNB 59% vs 43% (p=0,02)

Pettengell et al, JCO, 2013




BbIBO/bl

GB c nogaep*Kkon 06MHYTY3ymabom — onTMmanbHaa onuua ana peunamsos PJl
AyToTICK BO BTOpOM pemuccumn B rpynne ¢ ®HIM — ctaHaapT

Ncnonb3oBaHMe pUTyKcMMaba Ha npeaLecTByoWmMX 3Tanax Tepannum He BAUAET Ha pe3y/ibTaThbl
ayToTICK

MNopaepKka putykcmmabom nocne aytoTICK yBennumsaet bIN1B

[MosaBneHWe HOBbIX NpenapaTos, KoMmbuHauni «chemotherapy free», BepoAaTHO, B 6anKalLem
byayuiem cocTaBAT KOHKYPEHLUMIO CTAHAAPTHBIM XMMMOTEPANEBTUYECKMM NOAX0AaM






