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PP eKT xummnotepannum KoHeyeH
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Schiller JH, et al. N Engl J Med. 2002;346:92-98
Presented By Alexis Cortot at 2016 ASCO Annual Meeting
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daKTopbl, onpeaensowue Bbibop
Tepanum 6onbHbIXx HVIP/

ECOG 'mcTonormyecknn noaTmn

BospacT, conyTcTeyloLme Q Q
3aboneBaHus, ctatyc (| ~— e Onyxonesasi Harpy3ka

KypeHusi

MoTteps Beca Q Q CKopocTb NporpeccupoBaHus
Jlokannasauma metactasoB Q .................... Q Okcnpeccus PD-L1
Q QA

KTusupyowme mytaumm — EGFR,

MpegwecTsytowasn Tepanus ALK, ROS1, BRAF

Planchard, et al. Ann Oncol 2018; NCCN NSCLC guidelines v7 2019

Nonynauuna 6onbHbix HMPJ1 ana nonyuyeHus
TAPFTETHON TEPAMWMU orpaHnyeHa

= [lpenapaTbl TApreTHOM Tepanuu
nokasaHbl 601bHbIM PJ1 Npy HanN4YMm
MyTaumin B reHax EGFR, ALK/ROS1,
BRAF

= YacToTa HennocKokaetoyHoro HMPJ1

coctaBnaet 4o 45% -
* YacToTa KNMHWMYECKM 3HAUMMBbIX I A0 45% ot HMP/ l AfileHOKapLuMHOMa

MmyTaumin coctasnsaet o 25% ot
afEeHOKAPLMHOMbI IEFKOTrO UK He
6onee 12-15% ot BCcen nonynaumm He 6onee 15% 60nbHbIX HMPA
60nbHbIX HMP/1 MMEIOT NoKa3aHWa ANA
TapreTHOW Tepanum

Lukas Bubendorf, Sylvie Lantuejoul, Adrianus J. de Langen, Erik Thunnissen
European Respiratory Review 2017 26: 170007; DOI: 10.1183/16000617.0007-2017
WWW.mycancergenome.org.
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Yactorta BbisBNeHUa myTtauuii npu HMPJ

EGFR He vyBcTBUTENBLHBLIE K TKA 4%

> 1 PasnuyHon myTtauun 3%

/ NTRK1 3%
? ROS1 2%

BRAF 2%

—  —RET2%

HeunssecTH - HER22%
ble

—_—
MexaHu3m \ PIK3CA 1%
" MEK1 1%

31%

Cancer Genome Atlas Research Network. Comprehensive genomic characterization of squamous cell lung cancer. Nature. Sep 27 2012;489(7417):519:525.

EGFR myTtauum

» O6Hapykusatotca ~ 10% cnyyaes HMP/ B CLUAR y no 17% 8 PO

" Yaule BbIABNAETCA Y HUKOIAA HEe KYPUBLUMX, NPU aJeHOKapLUHOME, ¥
¥eHLWWH, asunaTtos?!

* [penmyLLecTBeHHo noumnpyetca B 18-21 sk30Hax reHa EGFRE!

— 85% - 90% - B BUAe aeneunmn B 19 sK30HE MM KaK e JUHNYHAA ToOYeYyHasn
MmyTauma B 21 ak3oHe (L858R)

= MoryT BbIABNATLCA U BaXKHble MyTaLUMnN PE3NCTEHTHOCTHU

— MyTauum nepeBnYHOM pe3ncteHTHocTH (203K30H) 1 myTauma T790M(2-4]

1. Graham. Arch Pathol Lab Med. 2018;142:163. 2. Wang. Onco Targets Ther. 2016;9:3711.
3. Fang. Drug Des Devel Ther. 2014;8:1595. 4. Morgillo. ESMO Open. 2016;1:e000060.
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NepBaa nnHua tepanun EGFR+ HMP/

Mpenapat/uccneposanue

feputTnHN6
= NEJOO2M
= WITOG 3405[23]

3pnoTMHNG
= OPTIMALM
= EURTACD!

AdaTuHN6
= LUX-Lung 3161
= LUX-Lung 6]
= LUX-Lung 7181

OcumepTUHUG
= FLAURALI

JHakoMUTUHUNG
= ARCHER 105010

230
172

165
174

345
364
319

556

452

Control Arm ORR, % Median PFS, Mos
Carboplatin/paclitaxel 74 vs 31 10.8vs 5.4
Cisplatin/docetaxel 62 vs 32 9.6 vs 6.6
Carboplatin/gemcitabine 83 vs 36 13.1vs 4.6
Plt-based chemotherapy 58 vs 15 9.4vs 5.2
Cisplatin/pemetrexed 56 vs 23 11.1vs 6.9
Cisplatin/gemcitabine 67 vs 23 11.0vs 5.6
Gefitinib 70 vs 56 11.0vs 10.9
Erlotinib or gefitinib 80vs 76 18.9 vs 10.2
Gefitinib 75 vs 72 14.7 vs 9.2

1. Maemondo. NEJM. 2010;362:2380. 2. Mitsudomi. Lancet Oncol. 2010;11:121. 3. Yoshioka. ASCO 2014. Abstr8117.
4. Zhou C. Lancet Oncol. 2011;12:735. 5. Rosell. Lancet Oncol. 2012;13:239. 6. Sequist.J Clin Oncol. 2013;31:3327.
7. Wu. Lancet Oncol. 2014;15:213. 8. Park. Lancet Oncol. 2016;17:577. 9. Soria. NEJM. 2018;378:113. 10. Wu. Lancet Oncol. 2017;18:1454.

Mapagurma tepanuu EGFR+ HMPJI1

m

OcumepTnHUG (NpeanouTuTenbHe)

adatuHnG, repuTMHKG, 3pNOTUHNE

nporpeccupoBaHue

——
EGFR T790M
myTauma

Osimertinib

Tepanua aaeHOKapUMHOMbI UK

1

= [1pun mytaumax EGFR B supe
aeneunn exon 19 nam ToueyHom
myTaumn L858R exon 21

— AdaTtnHnb, repuTNHMG,
3P0NOTUHMO, OCUMEPTUHND

® [Mpun To4yeuHbix myTauma EGFR

EGFR T790M negative G719X, S768I, L861Q

unu ocumepmuHu6

yxce 6bin

— AdpaTtnHub

N/I0OCKOK/IETOYHOTO paKa sierkoro 6es
myTauui

Melosky. Clin Lung Cancer. 2018;19:42. Erlotinib PI. Gefitinib P1. Afatinib PI. Osimertinib Pl. Dacomitinib PI.




07.12.2019

FLAURA: ocumepTnHMG vs Tepanua no Bbibopy Bpaua (reputnHmnb nnm
3pNOTUHUOG) B | AMHMM Tepanuu pacnpocTpaHeHHoro EGFR+ HMPJ/1

= JlBOMHOE cnenoe nccaeaosaHue i
dasbl

= [lepBnyHana uenb: BBI

= BTtopuyHble uenun: HOO, aAnTeNbHOCTb
otBeTa, OB, 6e3onacHOCTb

* [lpu NporpeccMpoBaHmMM Ha
reputMHNGE UNK 3pNOTUHMDE
AOMNYyCKanca NnepekpecT 1 Tepanus
OCMMEPTUHUOOM

Soria. NEJM. 2018;378:113. Ramalingam. ESMO 2017. Abstr LBA2_PR.

PFS (%)

1004

804

604

Median PFS, Mos

(95% 1)
Osimertinib(n=279)  18.9(15.2-214)
SoC(n=277)  10.2(9.6-11.1)

HR: 0.46 (95% CI: 0.37-0.57; P < .001)

279
m

3 6 9 12 15 18 21 2 27

262 233 20 178 139 71 26 4 0
239 197 152 107 78 37 10 2 0

Mepauana BBIM: 18,9 mec vs 10,2 mec

FLAURA: OCHOBHbIe pe3yabTaTbl

100 CNS Progression
B Osimertinib (n = 279)
801 W Standard EGFR TKI
—_ (gefitinib, n = 183; erlotinib, n = 94)
£ ool
2
‘E, 43
= 401
o
204 19
7
3
0.
Known/Treated CNS No Known/Treated CNS
Mets at Trial Entry Mets at Trial Entry

Soria. NEJM. 2018;378:113. Ramalingam. ESMO 2017. Abstr LBA2_PR.

Probability of OS
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60

40

204

06Lan BbIXKMBAEMOCTb

Median 0S HR: 0.63
—— Osimertinib Not reached (95% Cl: 0.45-0.88;
—— SoC Not reached P =.0068%)

*P < 0015 required for statistical significance at current data maturity.

T T
3 6 9 12 15 18 21 24 27 30
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MporpeccupoBaHue Ha Tepanun EGFR TKI (3pnotrnHumb,
reputnHnG, adpaTtnHMob)

= KnnHuueckune xapaKTtepuctuku No identification

AR mechanism
~15% to 20%

— MeaneHHoe nporpeccupoBaHmne

— YBennyeHme pa3amepoB OTAENbHbIX —  EMT~1%to2%
04aros, PEAKO — Mo ecem © HER2 amplification _
npoAB/ieHUAM 601e3HU = ~ 8% to 13% :ﬁc:em
?
Y ~ 10 ~40% t
= MoneKynapHble XapakTepucTukn & . SWE s |z
= @
2 ~5% T790M )
- nﬂOCKO}'IeTO‘-I HaA Tpa HCd)OpmaLI,VIH § PIK3CA ~ 1% to 2% with EGFR g. §
® SCLC alone ~ 6% imp‘!ification Gzﬁu:g
— EGFR T790M (exon 20) ne o 10% 27
| SCLC with PI3K ~ 4% Other EGFR
int tati
— MET amnanduKkaums Totto o o a
— PIK3CA
— AKTMBaUMA UHbIX NyTeMn
Camidge. Nat Rev Clin Oncol. 2014;11:473.
ALK+ HMPN
» O6Hapyusaetca ~ 5% HMPM
= Yaue y mosioablX, Masio UM HUKOTrAa He KYPUBLUUX, MY>KYUHbI, NPU
afeHokapumHomell2!
= Hanbosnee pacnpocTpaHeHHasn TpaHcaoKauua — ALK-EML4 (>15
BapuaHTOB)!
* B3auMmomcKaoyaeTca npu mytaumax EGFR 14
1. American Cancer Society. Targeted therapy drugs for non-small cell lung cancer. 2. Shaw. E
J Clin Oncol. 2009;27:4247. 3. Hofman. Cancers (Basel). 2017;9:107. 4. Soda. Nature. 2007;448:561. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

07.12.2019

NMepBasa nnHua ALK+ HMP/I:
uccneposaHus lll ¢pasbl

Mpenapat/uccneaosanue [\ Study Design ORR, % Median PFS, Mos
Kpu3otnuHub Crizotinib vs
= PROFILE 10141 343 pemetrexed + cis or carbo 74 vs 45 10.9vs 7.0
LeputuHnb Ceritinib vs
= ASCEND-41 376 pemetrexed + cis or carbo 72.5vs 26.7 16.6 vs 8.1
AnekTUHN6
= J-ALEXE! 207 Alectinib vs crizotinib 92 vs 79 NR vs 10.2
= ALEX™ 303 Alectinib vs crizotinib 82.9vs 75.5 NRvs 11.1
BpuUraHTUHKG
= ALTA-1LDB 275 Brigatinib vs crizotinib 71 vs 60 NR vs 9.8
1. Solomon. NEJM. 2014;371:2167. 2. Soria. Lancet. 2017;389: 917. 3. Hida. Lancet. 2017;390:29.
4. Peters. NEJM. 2017;377:829. 5. Camidge. NEJM. 2018;[Epub].
ALEX: aneKTMHmn6 vs Kpu3otnHmn6 B | "MHUM Tepanum
pacnpoctpaHeHHoro ALK+ HMPJ1
= PaHOOMM3NPOBAHHOE OTKTPbITOE 1007 Hednihr=15)
== Lrzotinio(n=
nccneposanue Il dpasbl o] + Censores
HA:0.43 (95% C1: 0.32-0.58)
= [lepBW4YHas uenb: BB 2 04
"
= BTopuyHble uenn: BBl no MHeHUIO & 4oy
8
H3K, Bpema oo nporpeccupoBaHuA B - XL 46
LLHC, 40O, OB, 6e3onacHocTb et
* [lpu NporpeccnpoBaHnM nepekpect g TR *

He JonycKancs

Peters. NEJM. 2017;377:829.

Alectinip 152
Crizotinib 151

m 1 9 s 8l
4 &3 s & &

57 8 3 1 4
I oou W0 8

Mepauana BBIN: 34,8 mec vs 10,9 mec
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ALEX: Bpemsa ao nporpeccuposaHma s LUHC

Cumulative Incidence of CNS Progression

60 1 Crizotinib, 12-mo cumulative incidence rate:
CNS Progression, No ANeKTUHU6 KpusotuHnb 41.4% (95% Cl: 33.2%, %)
Previous Systemic PD (n=152) (n=151) $ 507
S 40 1
Yucno cobbituii, n (%) 18 (12) 68 (45) 3 30 1
=
» g 20 1 Alectinib, 12-mo cumulative incidence rate:
Cause-specific HR 0.16 (0.10-0.28) s 9.4% (95% CI: 5.4% to 14.7%
(95% Cl) P value <.0001 S 10
£
3 o : : : : :
0 6 12 18 24 30
mecaAubl
@

Peters. NEJM. 2017;377:829. Slide credit: clinicaloptions.com

TapretHasa Tepanua BTopoit amHuu npu HMPJ

EGFR myTauum ALK/ROS1

= TonbKo B Eg‘l’échyqaeB coxpaHsatoTca " LlepuTnHUG nocne
MyTauum , Npeanonaratouue
YyBCTBUTE/NIbHOCTb K Tepanuu KPM30TMHMba
aHTUEGFR (T790M — B 55%) YOO — 38-56%
- - - (o]

= AdatnHub nocne aHTU-EGFR 1

NOKoNeHus — MepguaHa BbIM—-5,7-6,9 mec

— Meauana BB - 4,4 mec * ANeKTMHMB nocne Kpu3oTnHnba
= OcumepTuUHMG nocne aHTU-EGFR 1-2

NOKONEHUA — 400 - 48-50%

— Mepmana BEMN — 10,1 mec — MepgunaHa BBl - 8,1-8,9 mec
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Tepanua ROS1+ vau npu mytauum BRAF V600E HMP/

Median PFS,
Mos (95% ClI)

leHeTHuecKoe FDA-Approved FDA-Approved

Yacrota ORR, %

HapylieHue Testing Method Targeted Agents

1% to 2%; more common in

ROS1 younger patients, never- *[3] ) 5] 19.2
rearrangements smokers, adenocarcinoma, e ATETTETS e (14.4-NR)P!
high-grade histology!%2

1% to 2%; more common in 63.2%01 (6 9-2;376)*[9]

BRAF V600OE adenocarcinoma; occurs in 3] Japadernb + ’ ’
B NGS &
mutation both smokers and never- TPamMeTUHNG 0.9
smokers!®7] 6450101 L0

(7.0-16.6)50101

*Other methodologies commonly employed include FISH, IHC, and RT-PCR.[3] "TNon-V600E mutations have variable kinase activity and response
to these agents.[!!] *Previously treated patients. SPreviously untreated patients.

* [abpadeHnb + TpameTnHnb!: any-grade AEs, pyrexia (46%), nausea (40%), vomiting (35%),
and diarrhea (33%); most frequent grade > 3 AE, neutropenia (9%)
1. Bergethon. J Clin Oncol. 2012;30:863. 2. Gainor. Oncologist. 2013;18:865. 3. FDA. List of cleared or approved companion diagnostic devices. 4. Crizotinib PI. 5. Shaw.

NEJM. 2014;371:1963. 6. Chen. PLoS One. 2014;9:101354. 7. Paik. J Clin Oncol. 2011;29:2046. 8. Dabrafenib PI. 9. Planchard. Lancet Oncol. 2016;17:984. 10. Planchard.
Lancet Oncol. 2017;18:1307. 11. Litvak. J Thorac Oncol. 2014;9:1669.

Apyrue BaXKHble muwieHn npu tepanuu HMIPJI

leHeTUYecKoe HapyLieHue YacroTa TapreTHble npenapartbl
MET exon 14 alterations/MET 3% to 5% (exon 14 skipping;
0] . . KpunsotnHnb
amplification more common in adenocarcinoma)
1% to 2%; more common in Ka6o3aHTUHMG
RET rearrangements!3! adenocarcinoma; occurs in both smokers BaHaeTaHunb
and never-smokers LOX0-292
< 1%; clinical and pathologic Larotrectinib
3] ’
WS (R TR R IS features not well characterized Entrectinib
HER2 mutations!4?! 2% to 4% TpacTy3symab amTaH3uH

= NTRK1-uHrnbutopbl was recently approved by the FDA for adult and pediatric patients with solid
tumors that have a neurotrophic receptor tyrosine kinase (NTRK) gene fusion without a known
acquired resistance mutation, that are either metastatic or where surgical resection is likely to
result in severe morbidity, and who have no satisfactory alternative treatments or whose cancer
has progressed following treatment(®!

1. Gallant.J Pathol. 2018;244:565. 2. Yap. J Thorac Oncol. 2017;12:12. 3. Farago. Transl Lung Cancer Res. 2017;6:550. 4. Kim.
PLoSOne. 2017;12:e0171280. 5. Pillai. Cancer. 2017;123:4099. 6. Larotrectinib PI.

10
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JKcnpeccua PD-L1 Ha onyxoneBbix Knetkax npu HMPJI

YaCTOTa BbiABAEHWA

7% B TPS 0%
B TPS 1-24%

TPS 25-49%
[ZSWTPS 50-74% ]

4°TPS 75-100%

TPS (tumor positive score) — Unc10 ONyX0/IEBbIX KNETOK, MMEIOLLIMX Ha MOBEPXHOCTH

PD-L1 oT obuiero uncna onyxonesbix KJETOK, B %
Garon_AACR 2015_19Aprl15

Do 40% 60nbHbIX pacnpocTtpaHeHHbIMm HMPJ1 moryT nony4yatb
NepCcoHaNN3NPOBAHHYIO TEPANUIO B NEPBOU IMHUMU

* KombuHupoBaHHas
XUmunoTepanua TapreTHasa Tepanus:
* Xumuotepanua + * aHTM-EGFR
6eBaun3ymab * aHTM-ALK/ROS
* Xumuotepanwua + * aHTM-BRAF
MMMYyHOTepanua
UmmyHoTepanusa:
* Nembponnsymab s
MOHOpexnme
(PD-L1 250%)

u TapreTHaa Tepanua ® PD-L1 >50% ® HenepcoHUdMLMpPOBaHHbIE TEPANEBTUYECKME ONLLUN

11
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dddeKkTuBHOCTbL Nembponnsymaba B 3aBUCMMOCTHU

oT aKcnpeccum PD-L1

100
90
80
70
60
50
40
30
20
10

o}

MpoueHTHaa aona

PS 0%
323(39.2)

PacnpocTpaHéHHOCTb Y BCeX
CKPWHMPOBaHHbIX NauueHToB*,n(%)

YOO y oueHUBaeMbIX B KNTUHUYECKOM
vccnefoBaHUK NauueHToB,n (%)
(95% Au)

7 (8.1)
[3.3-15.9]

Garon EB et al NEJM 2015;372:2018-28

= PacnpocTpaHéHHOCTb ¥ BCEX CKPUHUPOBaHHbIX NaLWeHToB

YOO y oueHVMBaEMbIX B KIMMHWYECKOM MCCNeAoBaHUuKU NalueHToB

/

30%

45% "\

PS 1-24% PS 25-49% QS 50-74% PS 75—100‘7%
255(31.0) 55(6.7) 71(8.6) 120(14.6)
19(12.9) 6(19.4) 13(29.6) 39(45.4)
[8.0-19.4] [7.5-37.5] [16.8-45.2] [34.6-56.5]

KEYNOTE-042:

OB npu PD-L1 TPS 2 50% and 2 20%

PD-L1 TPS = 50%
Events, Median OS,
. n(%) Mos (95% Cl)
Pembrolizumab 45 (52.5)20.0 (15.4-24.9)

mOChem‘"herapV 199 (66.3)12.2 (10.4-14.2)

PD-L1 TPS 2 20%
: 16 Events, Median OS,

% M 95% ClI
Pembrolizumab n (%) os (95% c)

o ; 230 (55.7)17.7 (15.3-22.1)
eMOtherapy 5e6 (65.7)13.0 (11.6-15.3)

80 1
—_— 1
60 i
840 1
201 HR: 0.69 |
(95% Cl- 056-085 P = 00038 =d o+ (ol:n clL0s4.092-D — nn'Jn)
0 6 12 18 24 30 36 42 —1 0 6 12 18 24 30 36 42
Patients at Risk, n Mos Patients at Risk, n Mos
299 224 189 107 59 22 2 0 2 413 305 251 144 73 24 2 4]
300 231 149 75 40 11 1 0 1 405 313 210 106 53 14 1 0

2-neTtHaa OB: 44,7%

Lopes. ASCO 2018. Abstr LBA4.

2-netHas OB: 39,3% 2-netHas OB: 40,5%

12
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Keynote-189: MNpenmyuwectso no obuieit BbIXKUBaeMOCTU B
3aBUCMMOCTU OT 3Kcnpeccum PD-L1 (HennocKokneTouHbin PN)

TPS <1% TPS 1-49% TPS 250%
HR HR HR
Events (95% ClI) Lo Events (95% ClI) o Events (95% Cl) Ps
Pembro/Pem/Plat 38.6% 0.59 0.0095 28.9% 0.55 0.0081 25.8% 0.42 0.0001
Placebo/Pem/Plat  55.6%  (0.38.0.92) 48.3%  (0.34-0.90) 51.4%  (0.26.0.68)
100+ 61.7% 1004 71.5% 100+ 73.0%
90 4 52.2% 90 4 50.9% 90 4 48.1%
804 80 4 804
o o1y
704 704 hﬂ,‘.. g 704
604 " 604 604
z 50 2 50 i = 50 e PR
7 1 . 73 1 73 1 .
© 40 L. © 40 © 404
304 30 30
204 Median (95% CI) 20 4 Median (95% CI) 20 Median (95% CI)
104 15.2 mo (12.3-NE) 104 NR (NE-NE) 104 NR (NE-NE)
5 12.0 mo (7.0-NE) 5 12.9 mo (8.7-NE) 5 10.0 mo (7.5-NE)
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
. Months - Months " Months
No. at Risk No. at Risk No. at Risk
127 113 104 79 42 20 6 0 128 119 108 84 52 21 5§ 0 132 122 114 96 5 25 6 0
63 54 45 32 21 6 1 0 58 54 47 32 17 5 2 0 70 64 50 35 19 13 4 0

PD-L1<1% : 0B =61,7%

PD-L1 1-49% : OB =71,5%

PD-L1 250% : OB = 73%

L. Gandhi, D. Rodriguez-Abreu, S. Gadgeel, E. Esteban Pembrolizumab plus Chemotherapy in Metastatic Non—Small-Cell Lung Cancer DOI:

10.1056/NEJM0a1801005

KEYNOTE-407: nnocKoKneTo4uHbi PJ1
9P PeKT He 3aBucHT oT aKcnpeccun PD-L1

PDL-1< 1%

Events HR 595% CII

PDL-1-1-49%

Events HR IQS% CI!

PDL-1 2 50%

Events HR IQS% EII

nem6po + x/Tepanua  30.5%  0.61 (0.38-0.98) 30.1%  0.57 (0.36-0.90) 31.5%  0.64 (0.37-1.10)
nnaue6o+x/Tepanus 44.4% 43.3% 41.1%
100+ 100+ 100+
90+ 90+ 90+
80+ 80 80+
704 70 70+
ae-:g a’ig 1 L1 ;e-i I T
8 o] m'”“-uL 8 ] ! 8 4l
304 ' L 304 ! 30
20 Median (95% CI) 204 Median (95% c1) | 20] Median (95% C1)
15.9 mo (13.1-NE) 14.0 mo (12.8-NE){ | NR (11.3 mo-NE)
104 10.2 mo (8.6-13.8) 104 11.6 mo (8.9-17.2){ | 101 NR (7.4 mo-NE)
o T —T T 1 o — T T T T T 1 0 T T T T 1
0 3 6 9 12 15 18 2 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months Months

Paz-Arez et al. // ASCO Annual Meeting (2018)

13
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Anroputm Tepanuu gna 6oabHbix HMPJI,
OMyXO0/11M KOTOPbIX HE UMEIOT APauBEPHbIX MyTaLUiA

PD-L1 2 50% (>1%?) PD-L1<1%
=  MOHOTepanua nembponnsymabom = XVIMVIO/MMMVHOTepaI'IVIFI B
. 3aBUCUMOCTHU OT
— (npu PD-L1 >1% npu manocMMNTOMHOM Mopcbonormqecr(oro BapuWaHTa
npouecce)
. — UucnnatnH unm kapbonnatuH +
XMMMO/MMMyHOTEpanua npu nemeTtpeKkces + nembponnsymab
NNOCKOKNETOYHOM BapUaHTe U Npu ANA HEMENKOKNEeTOYHOro PN

arpeccMBHOM Te4eHunn 6onesHn
— KapbonnaTuH + nakauTakcen nam

— KapbonnaTuH + nakauTakcen uam nab- nab-naknuTakcenl +
nakautakcenl + nembponnsymab ana nembponnsymab gna
NNIOCKOKNETOUHOTO P/l naocKoKknetouHoro PJ1

IMpowerl50: KombuHauua atesonnsymab +
6eBaunsymab + KapbonnaTtuH + nakanuTakcen

O6w,an BbI}KMBAaEMOCTb AHanuns OB B nogrpynnax
et Bevs CarbofPac Subgroup n (%)* Median 05, Mos  OS HR
- — ABCP BCP
. Patients, n . u PD-L1-high (TC3 or IC3) WT 136 (20) —— 52 150 070
Median 05, mos 192 147 | 1|
4 gl (17.0-238) (133-169) PO-LL ‘Dwml'u orlCY2AWT 226 (32) —— 03 164 0.80
a0l om0t 5 o o PD-L1-negative (TCOand ICO) WT 339 (49) —i—H 17.1 14.1 0.82
1 18-mo 05, % 53 a Liver metastases WT 94(14) —— 132 91 054
9 604 24-mo 05, % 4 E No liver metastases WT 602 (86) = 19.8 16.7 0.83
b :
o 44 ITT (including EGFR/ALK+) 800(100) [ 19.8 149 0.76
04 : EGFR/ALK+only 104 (13) P NE 175 0.54
204 ITTWT 696 (87) | 19.2 147 0.78
104 i HR:0.78 (35% CI: 0.64-0.96; P = 0164) P
LI B S B B N B S B B R .I T™TT |‘ LRI B B S B S B B B B S DZ 10 2 0
0123456768 910M1R213141516171819202122232425262728293031323334 HR
Mos *For prevalence, ITT-WT (n = 696) used for PD-L1, Favors Favors
SITTWT, patients without EGFR or ALK genesic alterations; 87% of randomized patients, Median follow-up:™ 20 mos Moer mekastzszs grouge; (T (0= 600} or rest Atezolizumab + Bev + Carbo/Pac Bev + Carbo/Pac

MepauaHa OB 19,4 mec vs 14,7 mec

Socinski. NEJM. 2018;378:2288.
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KombuHupoBaHHaaA MUMMYHO-XUMMOTEpanua B NepBoi
NUHUM Yy 60oNbHDBIX pacnpocTpaHéHHbIM HVIP/T

HennockoknetouHbii HMP/ MnockoknetouHblii HMIPN

neméponusymab + kapbonnatuH

nembponusyma6 200 mr
+ kapbonnaTtuH/uMcnnaTuH
+ nemeTpekcep,

+
naknurakcen / Ha6 —
naknurakcersn

aTesonu3aymab 1200 mr
+ 6eBauu3ymab + kapbonnaTuH +
naknurakcen

Checkpoint-uHrnburopsoi 8 repanumn EGFR+ HMPJ1
Favors PD-1/ . Favors

EGFR Subgroup, Trial HR (95% Cl) PD-L1 Inhibitor Docetaxel  Weight, %
EGFR wild type

" OAK 0.69 (0.57-0.83) - 326 * EGFR mutation only clinical

* CheckMate 057 0.66 (0.51-0.85) — 162 variable associated with no

= KEYNOTE-010 0.66 (0.55-0.79) - 335 benefit

= POPLAR 0.70 (0.47-1.04) —-—- 7.1

= Subtotal 067 (0.60-0.75) ® goa " Hasledtoexpert
EGFR mutated recommendation to defer

. OAK 1.24(0.71-2.18) ; 35 immunotherapy to late

* CheckMate 057 1.18 (0.69-2.02) —'-— 3.9 saIvag.e, if eve.r,'in EGFR

= KEYNOTE-010 0.88(0.45-1.72) —'-— 2.5 mutation—positive NSCLC

= POPLAR 0.9 (0.29-3.40) ; 9.7

= Subtotal 1.11(0.80-1.53) ’ 10.6

—r—T T —T

L 4910. > HR(;.:‘;G a * T .
ee CK, et al. JAMA Oncol. 2018;4:210-216. Slide credit: clinicaloptions.com
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EcTb M mecTo MMMyHOTepanuu y naumeHtos ¢ EGFR/ALK+ HMPAN?
IMpower150: BbIxKMBaemMocTb 6e3 nporpeccupoBaHusA

1004
—— Arm B: atezo + bev + CP
80 = Arm C: bev + CP
= 601 HR: 0.59
E, ............... (95% Cl: 0.37-0.94)
& 404 i
)
204 i
1
Median: 6.1 mos | 1 Median: 9.7 mos
04 (95% Cl: 5.7-8.4) 1(95% Cl: 6.9-15.2)
L) L) L) L) L) L] L) L) L) L) L) L]
0 2 4 6 8 10 12 14 16 18 20 22
Mos

Patients at Risk, n
Atezo + Bev+CP 44 39 34 28 25 14 9 6 4 2
Bev+CP 64 60 54 33 26 12 11 6 3 1 1 1
= |n atezolizumab arm, PD-L1 expression in EGFR/ALK+ patients was similar to population at large

— PD-L1< 1% (57%); PD-L1 2 5% (25% ); PD-L1 = 50% (9%)

Socinski MA, et al. N Engl J Med. 2018;378:2288-2301.

EcTb M mecTo MMMYHOTepanuu y naumneHTtoB ¢ EGFR/ALK+ HMP/?
IMpower150: 06wasn BbIXKMBaeMoOCTb

100 H
90 ABKI| 789 50-32.8) | 650 (45.1-84.0) | 650 (46.1-84.0)
80 - BKI| 689 (s54-824) | 539 387-65.0) | 497 (33.7-85.7)
70 4 | HR, 0-61 (95% CI: 0-29-1-28)
. hl_'...-'_h—b_l
B0 o L -
40 |
30 4 i —
201 |
104 MenounaHa 18,7 mecsiua i MeauaHa He focTUrHyTa
95% M (13,4 — H) | 95% M (17,0 — HI)
O - T T T T T T T T T T T T T T T T T T T I'I T T T T T T T T T T T T T T T
012345678 910111213141516171819202122232425262728293031323334
ATe30 + BKIM 34 24 33 32 32 32 32 31 20 28 27 26 256 23 17 16 12 11 9 & 8 6 4 3 3 3 1 1
BKI 45 45 45 43 42 41 39 33 38 37 32 32 31 29 25 22 21 19 14 1 11 11 10 8 6 4 2

Reck M, et al. Lancet Respir Med. 2019
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EcTb M mecTo MMMyHOTepanuu y nauneHtos ¢ EGFR/ALK+ HMPAN?
IMpowerl50: (ate30 + 6es + XT)

BbIKMBaemocTb 6e3 nporpeccupoBaHusa 06wWan BbIXXMBAEMOCTb
Populations n (%) ArmB ArmC Subgroup n(%)* Median 05, Mos OSHR
- 061 ABCP BCP
ITT (including EGFR/ALK+) 800 (100) —— 83 6.8 PD-Li-high (TC3 or 1C3) WT 136 (20 L P 154 470
EGFR/ALK+ anly 108 (14) O — 97 61 PD-Li-low(TC1/Zor ICL/2)WT 226 (32) — 203 164 080
ALK rearrangement 34(31) —_—e, 83 59 PD-L1-negative (TCO and ICO) WT 339 (49) —H 171 141 082
EGFAmutation 80 (74) —, 102 69
Exon 19 deletionor L8S8R 59 (74) AT 102 61 :“EIT metastases WTWT 94(14) i 132 91 054
ITT-WT (excluding EGFR/ALKY) 692 (87) - 83 68 o liver metastases 602 (86) i 198 167 08
Liver metastases 110(14) .L““o—mu 82 54 ITT (including EGFR/ALKY)  800(100) —— 198 TERNE
No liver metastases 630 (86) —— 83 70 EGFR/ALK+ only 104(13)  p—t—e NE 175 054
ITTWT 696 (87) i 192 147 078
! . I
02 :‘: 20 02 10 20
. HR
In favor of Arm B: Infavor of Arm C: *For prevalence, ITT-WT (n = 636) used for PD-L1, ‘—Favon Favors
Atezo +bev+CP Bev+CP ver metastases groups; T (n = B03) forrest. Atezolizumab + Bev + Carbo/Pac Bev + Carbo/Pac

Kowanetz M, et al. AACR 2018. Abstract CT076.

ECTb M mecTo MMMYHOTEpanuu y naLmeHToB
c EGFR+ HMPAN?

TKW EGFR (redpntnHmb, 3pnotnHmnb, apatnHmb, ocumepTuHmMG)

Mporpeccua

Het ' Oa
Mporpeccua '

TKW EGFR

(ocmepTUHUG)

Ate3o0 + besa + Kl

NSCLC ESMO guidelines, 2018
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MexayHapoaHble KAMHUYeCKne peKomeHaauuu:
HenocKoKneToHbi HMPJ1 ¢ apaiiBepHbIMU MyTaLUAMM

National NCCN Guidelines Version 4.2019 NCCN Guidelines Index

RO Comprehensive: Non-Small Cell Lung Cancer Table of Contents
Network® NCCN Evidence Blocks™ Discussion

TARGETED THERAPY FOR ADVANCED OR METASTATIC DISEASE

Menitoring During Initial Therapy

+Response assessment after 2 cycles, then every 24 cycles with CT of known sites of disease with or without contrast or when clinically
indicated.

Monitoring During Subseguent Therapy

+ Response assessment with CT of known sites of disease with or without contrast every =12 weeks. Timing of CT scans within Guidelines
parameters is a clinical decision.

Sensitizing EGFR Mutation Positive ~BRAF V600E Mutation Positive
* First-line therapy « First-line therapy
» Afatinib’ » Dabrafenibitrametinib?’
» Erlotinib? + Subsequent therapy
» Dacomitinib® » Dabrafenibitrametinib?!-22
, Gefitinib® NTRK Gene Fusion Positive
» Osimertinib® * First-line/Subsequent therapy
+ Subsequent therapy » Larotrectinib?®
» Osimertinib’ e
ALK Rearrangement Ps e * First therapy”
+First-ine therapy » Pembrolizumab?425:26
+ Alectinib®® » (Carboplatin or cisplatin)/
+ Brigatinib'® pemetrexed/pembrolizumab (non-
+ Ceritinib™ squamous)?’
» Crizotinib®12 » Carboplatin/paclitaxel/bevacizumab/
+ Subsequent therapy atezolizumab (nonsguamous)2
Ona apeHokapunHombl HMP/1 ¢ » Alectinib 14  (Carboplatin or cisplatin)i(paclitaxel
o » Brigatinib® or albumin-bound paciitaxel)
ApaiiBepHbIMM MYTaLMAMMU TapreTHas ) Certin?, pembrolizumab (squamous}Z®
Tepanua B NepBoOn IMHUK ABAAETCA RoS1Rearandenent Posiive
o * First-line !1I|Berapy
npeAnoyTUTENbHOI » Criotinote

Anroputm tepanumn HMPJI
NPU HaANYUN ApPainBEePHbIX MyTaL UK

Advanced NSCLC

(molecular biomarker positive)

EGFR mutation positive ALK positive ROS1 positive BRAF V600E PD-L1 2 50% T
| | positive positive o
s
@
Osimertinib (preferred) Alectinib (preferred), Crizotinib Dabrafenib/ Pembrolizumab
erlotinib, afatinib, gefitinib, or ceritinib, or crizotinib trametinib*
dacomitinib
Progression
| oS0
EGFR T790M EGFR T790M MR
mutation positive mutation negative or S8
previous osimertinib oo
Follow treatment options for adenocarcin i i actionable biomarker

*Or as second-line after chemotherapy
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MeayHapoaHble KAMHUYECKMe peKOMeHAaLUn:
HMP/ c akcnpeccueir PD-L12 1%

National NCCN Guidelines Version 4.2019 N
e hensive NCCN Guidelines Index
] Conoer Neon-Small Cell Lung Cancer Table or Contents
Network® NCCN Evidence Blocks™ Dscusson
PD-L1 EXPRESSION POSITIVE (21%)"™ See Evidence Blocks
FIRST-LINE THERAPY™™ nN EB-1
Continuation maintenance™™
Pembrolizumab (category 1 . Pemhrol;zumab (category 1)°<¢
See Evidence Blocks | 3nd preferred if PD-L1 250%) : i
¥ 54 bbb (category 1)
on NSCL26A Lca(egnry 2B if PD-L1 1-49%) :Irsser::: | e ) o andior .
Adenocarcinoma, (Carboplatin or cisplatin) + bwac'zumb (Ea'eww L)
large cell, NSCLC pemetrexed + pembrolizumab CIDS! observation
NOS (category 1)
PD-L1 1-49%; PD-L1 expression or . N See Systemic Therapy or
35% positive (21%) Carboplatin + paclitaxel Progression | Subsequent Therapy,
and EGFR, ALK bevacizumab + atezolizumab Adenocarcinoma (NSCL-28
negative or (category 1)
unknown and no Pso0-2 ) .
contraindications Pembrolizumab (category 1 Response| | Continuation maintenance™"
to the addition of and preferred if PD-L1 250%) orstable |»|* Pembrolizumab®=:
2{";;‘3.’.‘;{:::‘3?5?’ (category 2B if PD-L1 1-49%)°°0 | f|disease Close observation
s or See Evidence Blocks
quamous cell .
carbegla:m or CISElaIIH + on Ni - Eﬁ-”&

Mpu PD-L1 250% onuuma Bbi6opa — nem6poansymab B MoHoTepanuu (ypoBeHb A0Ka3aTesibHOCTH 1)

Mpu PD-L1 1-49% nem6ponn3ymab B MOHOTEPaNUM NPU HaIMYMKN NPOTUBONOKa3aHUAX K XT, Komop6uaHocTu (yposeHb
AOKa3aTeNIbHOCTH 2B)

[nsa HennockoknetouHoro HMPJ/1 Bo3MOKHbI onuum U nem6ponnsymab/atesonmsymab + XT HesaBucumo ot PD-L1
(ypoBeHb AoKasaTenbHocTU 1)

[na nnockoknetouHoro HMP/1 BO3MOXKHbI onuuu n nembéponnsymab + XT HesaBucumo ot PD-L1 (ypoBeHb
AOKasaTenbHocTn 1)

MeAayHapoaHble KAMHUYECKUe peKoMeHaAauun:
HenNoCKoKNeTouHbii HMP/1 (6e3 yueta/<1% PD-L1)

Natonal ~ NCCN Guidelines Version 4.2019
| Comprehensive: Non-Small Cell Lung Cancer

Network® NCCN Evidence Blocks™

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE*®

Initial Systemic Therapy Options

0-1) Adenonarclnnm:l Large Cell, NSCLC NOS (PS 2)
No contraindications to the addition of pembrolizumab or izumab + bound paclitaxel?
+ Pembrolizt soplatin/p (i 1J1 24 (preferred) | + Carboplatin/albumin-| huund paclitaxel2021
+ Pembroli isplatin/pemetrexed ry 1)24 (preferred + Carboplatin/docetaxel?

) (category 1)%dhefig
Contraindications to the addition of pembrolizumab or atezolizumab®

+ Carboplatin/etoposide®1?
« Carboplatin/gemcitabine’!

HEMNIOCKOKNETOHBIA + Bevacizumab/carboplatin/paclitaxel (category 1)7578 « Carboplatin/paclitaxel'?

HMPA; 40% « Bevacizumab/carboplatin/pemetrexed* g « Carboplatin/pemetrexed’?
« Bevacizumab/cisplatin/pemetrexed®<-fg + Docetaxel?2:23
« Carboplatin/albumin-bound paclitaxel (category 1)7 « Gemcitabine?4-26
« Carboplatin/docetaxel (category 1) + Gemitabine/docetaxel'”
« Carboplatin/etoposide (category 1)°1° « Gemcitabine/vinorelbine
+ Carboplatin/g y + Paclitaxel?’2°
+ Carboplatin/paclitaxel (category 1)12 + Pemetrexed’
+Carhonlatin/nemetrexed (cateaory 1

B KauecTBe NpeanoyTUTE/NIbHOI Tepanuu B NepPBOM IMHUMU Y 601bHbIX HEMNIOCKOKAETOYHbIM HMP/
pekomeHA0BaH NemMbponn3ymab B KOM6MHALUM € NpenapaTamu NAaTUHbI U NemeTpeKcesoM.
PeKomeHAaLMWM UMEeIOT HanBbICLLMIT YPOBEHb A,0Ka3aTeNbHOCTU
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MMmmyHOoTepanua Bo BTOpou nHUK Tepanmm HMPJI

Compound Trial ORR, % PFS, Mos (Range) 0S, Mos (Range)
Hueonymab CheckMate 017 20.0 3.5(2.1-4.9) 9.2 (7.3-13.3)
CheckMate 0572 19.2 2.3(2.2-3.3) 12.2 (9.7-15.0)
Membponnsymab KEYNOTE 010*(3! 18 3.9(3.1-4.1) 10.4 (9.4-11.9)
4.0 (2.7-4.3) 12.7 (10.0-17.3)
Atesonnsymab OAK™! 14.0 2.8 (2.6-3.0) 13.8 (11.8-15.7)
Avelumab JAVELINE! 12.0 11.6 wks 8.4 (7.3-10.6)
(8.4-13.7 wks)
Durvalumab ATLANTIC'E! 7.5 (3.1-14.9) 1.9 (1.8-1.9) 9.3 (5.9-10.8)
16.4 (10.8-23.5) 3.3(1.9-3.7) 10.9 (8.6-13.6)
30.9 (20.2-43.3) 2.4 (1.8-5.5) NR (5.9-NE)

*2 and 10 mg/kg at PD-L1 TPS > 1%. 'PD-L1 < 25%, > 25%, and > 90%. *EGFR/ALK wild-type patients.

1. Brahmer J, et al. N Engl J Med. 2015;373:123-135. 2. Borghaei H, et al. N Engl ) Med. 2015;373:1627-1639.
3. Herbst RS, et al. Lancet. 2016;387:1540-1550. 4. Rittmeyer A, et al. Lancet. 2017;389:255-265. 5. Gulley JL,
et al. Lancet Oncol. 2017;18:599-610. 6. Garassino MC, et al. Lancet Oncol. 2018;19:521-536.

Anroputm Tepanum HMPJ1 npu otcytcteumn

A4 4
APanBepHbIX MyTauun
Advanced NSCLC:
No Actionable Biomarker
v Clinical (PS) *
| Histologic |
Nonsquamous Single-agent or
[ 1 combination CT,
Clinical consider hospice
Iﬂl Bevacizum P

Bevacizumab eligible ab ineligible Carboplatin/paclitaxel
| | (or nab-paclitaxel) +
Carboplatin/pemetrexed + pembrolizumab,  Carboplatin/pemetrexed + pembrolizumab,
carboplatin/paclitaxel + bevacizumab + pembrolizumab, plt doublet plt doublet,
atezolizumab, plt doublet + bevacizumab, cisplatin/gemcitabine/

v necitumumab

Progression | | | |

Based on prior therapy: atezolizumab, nivolumab, pembrolizumab (if > 1% PD-L1+) after platinum-based doublet chemotherapy alone, or other

systemic agents including docetaxel + ramucirumab, pemetrexed, gemcitabine, or afatinib

Melosky. Front Oncol. 2017;7:38. Masters. J Clin Oncol. 2015;33:3488. Necitumumab PI. Pembrolizumab PI. Atezolizumab PI. Nivolumab PI. Afatinib Pl. Ramucirumab PI. ESMO Guidelines
Committee. eUpdate — Metastatic non-small-cell lung cancer algorithms. June 28, 2017.
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Key message:

* MoneKkynapHoe TECTUPOBAHME «XKMU3HEHHO» HEOBXOAMMO NpPU
onpeaeneHnn sapmaHTa tepannum HMPJI

— MHrMbutopbl EGFR, ALK, ROS1, BRAF — npeanoyTutenbHas Tepanms
nepBo IMHUN NPU BbIABAEHUUN APaNBEPHbIX MyTaLUi

= PD-L1-TectupoBaHue aBnaetcsa obs3atenbHbIM

— Bbicokasa PD-L1 skcnpeccua — no3sonaet naeHTMGULUMpPoBaTb NaLUMEHTOB
AN MOHOTepanum nembponnsymabom

= KombuHupoBaHHaA xummnotepanua + UT — cTaHAApPT NepBON INHUN ANA
NayMeHTOB, HE MMEIOLLMX B ONYXOM APANBEPHbIX MyTaLUn UAN C
HeBbICOKMM ypoBHem PD-L1 akcnpeccum

Cnacubo 3a BHUMaHue!

21



