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TMB m oTBeT Ha aHTU-PD1/PD-L1 Tepanuto

C Progression-free Survival among Patients with High Tumor-Mutation Burden

Median Progression-free
Survival (95% CI)

mo

A Progression-free Survival
Med

Nivolumab (N=211)
Chemotherapy (N=212)

Patients without Disease Progression
or Death (%)

No. at Risk
Nivolumab
Chemotherapy

100+

Nivolumab (N=47) 9.7 (S.1-NR)

Chemotherapy (N=60) 5.8 (42-85)

Hazard ratio for disease progression or death,
0.62 (95% C1, 0.38-1.00)

jan Progression-fres Yr Progressi
Survival (95% CI) Survival Rate

mo

fr

42(3.0-56) 2 Nivolumab

5.9 (5.4-6.9) b1l

Hazard ratio for disease progression or death
1.15 (95% CI, 0.91-1.45); P=0.25

Patients without Disease
Progression or Death (%)

Chemotherapy

9 21
Months

No. at Risk

Nivolumab 30 26 21 1 1

PD-L1 > 5% Chemotherapy 60 42 2 15 1

D Progression-free Survival among Patients with Low or Medium Tumor-Mutation Burden

Median Progression-free
Survival (95% Cl)
mo
Nivolumab (N=111) 4.1 (28-5.4)
Chemotherapy (N=94) 6.9 (5.5-8.6)
Hazard ratio for disase progression or death,
1.82 (95% C1, 1.30-2.55)

Nivolumab

Chemotherapy

T T J

12 15 27
Months

Chemotherapy

Patients without Disease

Progression or Death (%)

35 24
28 2 . Nivolumab

12
Months
No. at Risk
Nivolumab
Chemotherapy

David Carbone et al. NEJM 2017

Checkmate 26: TMB npeacka3sbiBaeT PFS
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Figure $8. Kaplan-Meier Plot Overall Survival in Evaluable Patients with High Tumor Mutation Burden.
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Checkmate 26: TMB He npefacka3biBaeT OS

* TMB npenckasbiBaeT
6e3peuanBHYI0 BbKMBAEMOCTb,
HO He 0O6LLYI0 BbIXXMBAEMOCTb.
BeposiTHO BbiCOKasi MyTaLMOHHasA
Harpyska accouuMupoBaHa ¢
NAacTUYHOCTLIO OOMe3Hu u B
pe3ynbTate C pe3MCTEHTHOCTLIO K
Tepanuun

* Mpu 3Tom, He BbI3bIBaeT
COMHEHMUSA, YTO OMYyXONnu C
MSI-H/dMMR ckopee OTBeTAT Ha
MMMyHOTepanuio.
NMembponu3ymab pekoMeHAO0BaH
S R Ans 3Toro TMna onyxonen (nobas
PDL1 250% 1-49% =50% 1-49% ructonorus), Husonyma6 ans
Nivolumab KONopeKTanbHOro paka

= 16 31 41 70

David Carbone et al. NEJM 2017 supplementary appendix

TMB: obmaH unu Hagexaa?
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PD-L1 v TMB B3anmogononHsAowme TecTbl

MyTauunoHHas BupycHble
Harpys3ka aHTUreHbl

ByayT nu “cnoxHbie” 6MomMapKEpbl MOryT ny4Lie
npeackasbiBaTb OTBET Ha UMMYyHOTeEpanuio?

MapKépbl HYyBCTBUTEJNIbHOCTU K MMMyHOTepanuun
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P14, IASLC 18TH WORLD CONFERENCE ON LUNG CANCER

Pre-Existing Inmunity Measured by Teff Gene
Expression in Tumor Tissue Is Associated With
Atezolizumab Efficacy in NSCLC
Marcin Kowanetz," Wei Zou,' Mark McCleland,' David R. Gandara,” Shirish Gadgeel,®
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Teff curnatypa npu HMKPI
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Tunbl umMmyHHoro otseta npu HMKPI1
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u3 apxuBa Caénosa H.A.

Tun 1: ageHoKapLuMHOMaA
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| u3 apxusa Casénosa H.A.

Tun 1: NNOCKOKNETOUYHbIN pak
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Tun 3: NNIOCKOKIETOUYHbIN pakK

» Koamnnudmkauums PDL1 u JAK2 BbisiBneHa B 3-5%
HMKPI1. YBenuyeHnune konuHoctu PDL1 HaGbnogaeTcs
B 13% HMKPI! 2

* YBenuyeHue konuiHoctu PDJ-amnnukoHa (PDL1,
PDL2 n JAK2) BbisiBneHa B 18-29% Tpuxabl
HeraTMBHOro paka MoOno4Hou xene3bl. B o6wen
nonynsauuu PMX yBenvyeHue konunHoctn PDL1
Habniogaetca B 3.5%, a amnnudmkaums B 0.25%3 4 PO AL Eopy e

>

JAKZ copy number

R?=0.9615

o

T 2 3 4 5 6

* AMnnudmkaumsa PDL1 BbisiBneHa B 19% HPV-
HeraTMBHOIO NJIOCKOKMETOYHOro paka nonortu pra. B
75% cny4aeB 3TO acCCOLMUPOBAHO C rMnepakcnpeccuen
PD-L15

* B 97% knaccuyeckux numcom XomKKMHa BbISBNIEHO
HapyweHue konunHoctu PDL1/PDL2. 3Tto
conpoBoxaaeTcs aktuBauuen JAK-STAT kackapa® ’

llkeda S et al. J Thorac Oncol 2016, 2Inoue Y Oncotarget 2016, 3 Barrett MT et al. Oncotarget 2015, “Ali
HR et al. Ann Oncol 2015, 5Straub M et al. Oncotarget 2016, ®Roemer MG et al. J Clin Oncol 2016, Ansell
SM et al. N Engl J Med 2015

Tun 3: ampPDL1
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JAK3 SB1C

Germline

MyTtauusa JAK3 aktuBupyet JAK-STAT kackag. 9To npuBOAUT K runep-
aKkcnpeccun PDL1 u BbipaXeHHOMY AnNUTenbLHOMY OoTBeTY Ha aHTU-PDL1
Tepanuto HMKPI1

Eliezar Van Allen et al. Cancer Imnmunol Res 2015

Tun 3: mutJAK3

Twvn 4: NNOCKOKNEeTOYHbIN pakK
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I. TucTonornyeckum TMn CTPoeHUs
Ctagusa no TNM

Il. ApanBepHbIe MyTauuun
MyTaunoHHasa Harpy3ka TMVB

. IumcbonaHan nHpunsTpaums
Twun ummyHHoro oteeta (1-4)

IV. dkcnpeccus PD-L1 (TPS)

MonHoueHHoe 3aknw4vyeHue no HMKPI?

It is not the END.
It is not the beginning of the END.
It is the end of BEGINNING!

CNACUBO 3A BHUMAHMUE!
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