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YpOBHVI AOKa3aTeJIbHOCTU HAay4HbIX AaHHbLIX B MeaANULnNHe

YpoBeHb

eNlb
A0Ka3aTe/IbHOCTU 4

Mpenmyuiectsa HepocTtaTku

MeTa-aHanus u CUHTE3 AaHHbIX Hebonbuwoe
o BblCOKOe KauecTBo U
CUCTEMATUYECKNMN HECKONbKUX KOJIM4eCcTBO

KpUTUYECKanA OLEeHKa o
nccneaoBaHUm

0630p nccneaoBaHUM

PaHoomunsnpoBaH- CHuxKeHune AnntenbHOCTb,
BblcoKasa BannaHoOCTb
Hble KIMHNYecKne npeas3AToCTU B AHHbBIX BbICOKaA CTOMMOCTb,
nccnepoBaHmA nccnenoBaHMAX i 3TUYEeCKme BONpoChl

HabntopeHue B

KoropTHble o MpoCneKTUBHbIN OnntenbHblM nepuog,
FOMOreHHOWM o
nccnepoBaHmA AN3anH HabnoaeHuA
nonynaumm
N3yyeHne peaknx Bbicokan
UcchepoBaHua o
) o " ocobeHHoCTeN Hebonbluasa BbiIboOpKa BEPOATHOCTb
C/ly4an-KOHTPO/Ib
3aboneBaHuA npeaB3aToCTU
o o YpoBeHb OTAeNbHO
KnnHnyecknin cnydyam | OnucaHue HOBU3HDI CneundunyHocTb
B3ATOrO C/y4asn
MHeHune aKkcnepTa, in- Pa3paboTka 3aTparTsl,
vivo, in-vitro WHHOBALMOHHOM BanmpHocTb AaHHbIX TeXHU4YecKmne
nccnepoBaHmA MOIEKYAbI npobaembl

Fabrizia Gelardi, Climbing the steps of the evidence-based medicine pyramid: highlights from Annals of Nuclear Medicine 2019 May 2021, European Journal of Nuclear Medicine and Molecular Imaging 48(5):1-9 DOI: 10.1007/s00259-020-05073-6
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Level of Scientific Evidence Underlying Recommendations
Arising From the National Comprehensive Cancer Network

Clinical Practice Guidelines
Thejaswi K. Poonacha and Ronald S. Go
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The ESMO-Magnitude of Clinical Benefit Scale (ESMO-MCBS) was developed to
facilitate improved decision-making regarding the value of anti-cancer therapies,
promote the accessibility and reduce iniquity of access to high value cancer

treatments.

- It is a dynamic tool and its criteria are revised on a
regular basis, to address the rapid evolving landscape of
new drugs development and regulatory decisions.

- The ESMO-MCBS is intended to both assist oncologists
in explaining the likely benefits of a particular treatment
to their patient as well as to aid public health decision
makers to prioritise therapies for reimbursement.

It is currently incorporated in the ESMO Clinical

- Practice Guidelines and is being used as part of Health
Technology Assessment (HTA) processes in many
countries.

- Medicines and therapies that fall into the ESMO-MCBS A
and B for curative therapies and 4 and 5 for non-curative
therapies should be highlighted for accelerated
assessment of value and cost-effectiveness.

- While a high ESMO-MCBS score does not automatically
imply high value (that depends on the price), the scale
can be used to frame such considerations and can help
public policymakers advance ‘accountability for
reasonableness’ in resource allocation deliberations.

- Evaluation form 1: for new approaches to adjuvant
therapy or new potentially curative therapies

- Hyper mature data from studies that were un-blinded after
compelling early results with subsequent access to the superior
arm are contaminated, subsequently late intention to treat
(ITT) follow-up data are not evaluable.

- Evaluation form 2a: for therapies that are not likely to
be curative with primary end point of OS with separate
sheets for:IF median OS with the standard treatment
is <12 months

- IF median OS with the standard treatment >12 months,
<24 months

- IF median OS with the standard treatment >24 months

- Evaluation form 2b: for therapies that are not likely to
be curative with primary end point PFS with separate
sheets for:IF median PFS with standard
treatment <6 months

IF median PFS with standard treatment >6 months

- Evaluation form 2c: for therapies that are not likely to
be curative with primary end point other than OS or
PFS or equivalence (non-inferiority) studies.

« Evaluation form 3: for single-arm studies in ‘orphan
diseases’ and for diseases with ‘high unmet need’
when primary outcome-is PFS or ORR.:
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Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHMYeCKOM 3HaYuMocTtu C1.

YpoBeHb

A-C KPUTEPUU RUSSCO CM 816 KN671 AEGEAN

A JlocToBepHoe yny4iieHue 3-aetTHed OB Ha > 5 % npu MeauaHe HabogeHus He MeHee 3-x sieT UJIM HR past OB < 0,5.

Ynyquenue 3-netHeit OB Ha > 3 %, HO < 5 % npu MejuaHe Ha6I0/ieHUsI He MeHee 3-X JieT

HR g OB > 0,5, o < 0,65

JlocToBepHoOe ysy4llleHHe TOJIbKO noka3aTess BBII (mepBuuHas koHeuHas Touka) ¢ HR < 0,5 B uccnegoBanusx 6e3
3peJIbIX JAHHBIX 0 0611el BbDKUBAEMOCTH

B Yayuwenue Tosbko nokasatesst pCR (nepBuyHast KOHeYHast Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa)KEHHWH U Ha = 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIELJOBAHUAX IPHU OTCYTCTBHUU JAHHBIX O

BbBIDKMBAa€MOCTH, €CJIN AaHHbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A OB no pe3yJsibTaTaM
MeTa-aHa/In3a

Non inferior OB uu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHHEM TOKCHYHOCTH JIeYeHHsl U / WK YJIydlleHHeM
QoL (c moMo1bI0 BaJHANPOBAHHBIX IIKAJI).

JocroBepHoe yny4imeHnue OB Ha < 3 % npu HaGJII0/ileHUH B TeUeHUe > 3 JIeT NPU He3peJIbIX JaHHbIX WM OTCYTCTBHE
‘ YJIy4IeHHs IPU 3PEeJIOCTH JAaHHBIX.

YayudiieHue TosbKO nokasaTeJist BEII (mepBuuHas koHeuHast Touka) ¢ HR > 0,5 B ucciiejoBaHuUsIX 6€3 3pesibiX HJIH CO
3pesibiMU JaHHbIMU 110 OB.

YaydueHue ToJibKo nokasatesst pCR (mepBuyHas KoHeuHasi Touka) Ha > 30 % B OTHOCHUTEJIbHOM BBbIpaXKE€HUH U Ha > 15
% B a6COJIIOTHOM BBIPa’)KEHUH B UCCJIEIOBAHUSIX 6€3 3peJIbIX AaHHBIX O BbDKMBAEMOCTH MUJIM TIPH OTCYTCTBUU
Ba/IMJAL MU JJAaHHOTO KpuTepus ajaa OB.

HR s OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.
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Neoadjuvant nivolumab plus chemotherapy vs
chemotherapy in patients with resectable
NSCLC: 4-year update from CheckMate 816

Jonathan D. Spicer,' Nicolas Girard,? Mariano Provencio Pulla,® Changli Wang,* Tetsuya Mitsudomi,>
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Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHUYECKOM 3HaYuMocTu A1l.

YpoBeHb

A-C KPUTEPUU RUSSCO CM 816 KN671 AEGEAN

OB 36 mce

A JlocToBepHoe yny4iieHue 3-aetTHed OB Ha > 5 % npu MeauaHe HabogeHus He MeHee 3-x sieT UJIM HR past OB < 0,5.
64% -> 77%

Ynyquenue 3-netHeit OB Ha > 3 %, HO < 5 % npu MejuaHe Ha6I0/ieHUsI He MeHee 3-X JieT

HR g OB > 0,5, o < 0,65

JlocToBepHoOe ysy4llleHHe TOJIbKO noka3aTess BBII (mepBuuHas koHeuHas Touka) ¢ HR < 0,5 B uccnegoBanusx 6e3
3peJIbIX JAHHBIX 0 0611el BbDKUBAEMOCTH

B Yayuwenue Tosbko nokasatesst pCR (nepBuyHast KOHeYHast Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa)KEHHWH U Ha = 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIELJOBAHUAX IPHU OTCYTCTBHUU JAHHBIX O

BbBIDKMBAa€MOCTH, €CJIN AaHHbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A OB no pe3yJsibTaTaM
MeTa-aHa/In3a

Non inferior OB uu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHHEM TOKCHYHOCTH JIeYeHHsl U / WK YJIydlleHHeM
QoL (c moMo1bI0 BaJHANPOBAHHBIX IIKAJI).

JocroBepHoe yny4imeHnue OB Ha < 3 % npu HaGJII0/ileHUH B TeUeHUe > 3 JIeT NPU He3peJIbIX JaHHbIX WM OTCYTCTBHE
‘ YJIy4IeHHs IPU 3PEeJIOCTH JAaHHBIX.

YayudiieHue TosbKO nokasaTeJist BEII (mepBuuHas koHeuHast Touka) ¢ HR > 0,5 B ucciiejoBaHuUsIX 6€3 3pesibiX HJIH CO
3pesibiMU JaHHbIMU 110 OB.

YaydueHue ToJibKo nokasatesst pCR (mepBuyHas KoHeuHasi Touka) Ha > 30 % B OTHOCHUTEJIbHOM BBbIpaXKE€HUH U Ha > 15
% B a6COJIIOTHOM BBIPa’)KEHUH B UCCJIEIOBAHUSIX 6€3 3peJIbIX AaHHBIX O BbDKMBAEMOCTH MUJIM TIPH OTCYTCTBUU
Ba/IMJAL MU JJAaHHOTO KpuTepus ajaa OB.

HR s OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.



LBA56 | Overall survival in the KEYNOTE-671 study of perioperative
pembrolizumab for early-stage non-small-cell lung cancer
(NSCLC)

J.D. Spicer’, S. Gao’, M. Liberman®, T. Kato”, M. Tsuboi’, S-H. Lee®, K-N. Chen’,
C. Dooms®, M. Majem’, E. Eigendorff'’, G. Martinengo*’, O. Bylicki'’,

M.C. Garassino'®, D. Rodriguez Abreu'”, J. Chaft'®, S. Novello®®, J. Yang"’,

S.M. Keller*®, A. Samkari'?, H. Wakelee™®

Results: Median time from randomization to the 10 July 2023 data cutoff was 36.6
mo (range, 18.8-62.0). With 254 (31.9%) deaths, OS was significantly improved in the
pembro arm (HR 0.72 [95% Cl 0.56-0.93]; P = 0.00517). Median OS was not reached
(NR) (95% ClI NR-NR) in the pembro arm vs 52.4 mo (95% Cl 45.7-NR) in the placebo
arm; 36-mo OS rates were 71.3% vs 64.0%. EFS continued to be improved in the
pembro arm (HR 0.59 [95% CI 0.48-0.72]; median [95% Cl] 47.2 mo [32.9-NR] vs 18.3
mo [14.8-22.1]; 36-mo rate, 54.3% vs 35.4%). Treatment-related AEs were grade >3 in
45.2% of pts in the pembro arm vs 37.8% in the placebo arm, led to discontinuation
of all treatment in 20.2% vs 9.3%, and led to death in 1.0% vs 0.8% (no new treat-
ment-related deaths since the first interim analysis).




Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHUYECKOM 3HaYuMocTu A1l.

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

OB 36 mec OB 36 mec
JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3%

Yayquenue 3-netHeit OB Ha > 3 %, HO < 5 % npu meguaHe Ha60ieHUsT He MeHee 3-X JieT

HR g5 OB > 0,5, Ho < 0,65

JlocToBepHOe ysy4iieHHe ToJIbKO noka3aTesis BBII (nepBruyHas koHeuHast Touka) ¢ HR < 0,5 B uccienoBanusix 6es
3peJibIX JJaHHbIX 0 061eil BBDKHBAaeMOCTH

B Ynyquienue Tosbko nokasatesst pCR (mepBu4Hasi KoHeuHasl Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa>XEHHWH U Ha > 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIEJOBAHUAX IPHU OTCYTCTBHUU JAHHBIX O
BbDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAWUPOBAaHHBIM KpUTEpHUEM AJid OB no pe3yJibTaTaM
MeTa-aHa/lu3a

Non inferior OB usiu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHHEM TOKCHYHOCTH JIeYeHHsI U / WK YJIydlleHneM
QoL (c moMobio BaJIMJUPOBAHHBIX IIKAJ).

JocroBepHoe ysny4ieHne OB Ha < 3 % npu HaGJII0jeHUH B TeueHue > 3 JIeT NPU He3peJibIX JaHHbIX UM OTCYTCTBHE
‘ yJIy4LIeHUs IPU 3PeJIOCTH JaHHbIX.

Yay4duieHue ToJibKO nokasatesist BEII (mepBuyHas koHeyHas Touka) ¢ HR > 0,5 B ucciejoBanusx 6e3 3pesibix UM €O
3peJibIMU JaHHbIMU 1o OB.

Yiy4duieHue ToJibKo nokasatesst pCR (nepBr4Hasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15
% B a6COJIIOTHOM BbIPa’K€HUH B UCCJIE0BAHUSAX 6€3 3peJIbIX JaHHBIX O BbDKHBAEMOCTH MJIM TIPH OTCYTCTBUU
Ba/IMJALMH JaHHOTO KpuTepus as OB.

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.
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Perioperative Durvalumab for Resectable
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Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHUYECKOM 3HaYuMocTu A1l.

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

OB 36 mec OB 36 mec OB 36 mec
JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3% 63% -> 67%

Yayquenue 3-netHeit OB Ha > 3 %, HO < 5 % npu meguaHe Ha60ieHUsT He MeHee 3-X JieT

HR g5 OB > 0,5, Ho < 0,65

JlocToBepHOe ysy4iieHHe ToJIbKO noka3aTesis BBII (nepBruyHas koHeuHast Touka) ¢ HR < 0,5 B uccienoBanusix 6es
3peJibIX JJaHHbIX 0 061eil BBDKHBAaeMOCTH

B Ynyquienue Tosbko nokasatesst pCR (mepBu4Hasi KoHeuHasl Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa>XEHHWH U Ha > 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIEJOBAHUAX IPHU OTCYTCTBHUU JAHHBIX O
BbDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAWUPOBAaHHBIM KpUTEpHUEM AJid OB no pe3yJibTaTaM
MeTa-aHa/lu3a

Non inferior OB usiu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHHEM TOKCHYHOCTH JIeYeHHsI U / WK YJIydlleHneM
QoL (c moMobio BaJIMJUPOBAHHBIX IIKAJ).

JocroBepHoe ysny4ieHne OB Ha < 3 % npu HaGJII0jeHUH B TeueHue > 3 JIeT NPU He3peJibIX JaHHbIX UM OTCYTCTBHE
‘ yJIy4LIeHUs IPU 3PeJIOCTH JaHHbIX.

Yay4duieHue ToJibKO nokasatesist BEII (mepBuyHas koHeyHas Touka) ¢ HR > 0,5 B ucciejoBanusx 6e3 3pesibix UM €O
3peJibIMU JaHHbIMU 1o OB.

Yiy4duieHue ToJibKo nokasatesst pCR (nepBr4Hasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15 HR=0.69 p1s
% B a6COJIIOTHOM BbIPa’K€HUH B UCCJIE0BAHUSAX 6€3 3peJIbIX JaHHBIX O BbDKHBAEMOCTH MJIM TIPH OTCYTCTBUU BCB
Ba/IMJALMH JaHHOTO KpuTepus as OB.

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.
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Overall survival with adjuvant atezolizumab after chemotherapy in resected
stage II-IlIA non-small-cell lung cancer (IMpower010): a randomised,
multicentre, open-label, phase Il trial

E. Felip**, N. Altorki?, C. Zhou?, E. Vallieres®, A. Martinez-Marti', A. Rittmeyer®, A. Chella®, M. Reck’, O. Goloborodko?®,
M. Huang®, R. Belleli'?, V. McNally'!, M. K. Srivastava’, E. Bennett’, B. J. Gitlitz° & H. A. Wakelee'?

Events, Patients, n Median overall survival, HR (95% CI)*
n (%) months (95% CI)
— Atezolizumab group 52 (21.0) 248 NE (NE)

0.71(0.49-1.03);
—— Best supportive care group 64 (28.1) 228 NE (NE) P=0.067
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Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHUYECKOM 3HaYuMocTu A1l.

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

OB 36 mec OB 36 mec OB 36 mec
JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3% 63% -> 67%

OB 36 mec
78.9% -> 82.1%
[I-IIIA + PD-L1
TC >1%,

Yny4ymenue 3-netHeit OB Ha > 3 %, HO < 5 % npu MejuaHe Ha60leHUs1 He MeHee 3-X JIeT

HR g OB > 0,5, o < 0,65

JlocToBepHoOe yJy4llleHHe TOJIbKO noka3aTtess BBII (mepBuuHasi koHeuHas Touka) ¢ HR < 0,5 B uccnegoBanusix 6e3
B 3peJibIX JJaHHbIX 0 061eil BBDKHBAeMOCTH

Yayuwenue Tosbko nokasatesst pCR (nepBuyHast KOHe4Hast Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa)KEHHWH U Ha = 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIEJOBAHUAX IPHU OTCYTCTBHUU JAHHBIX O
BBDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A4 OB no pe3yJibTaTaM
MeTa-aHa/lu3a

Non inferior OB usiu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHUEM TOKCHYHOCTH JIeYeHHsI U / WK YJIydlleHneM
Qol (c moMo1IbI0 BaJKANPOBAHHBIX IIKAJI).

JlocroBepHoe yay4iieHre OB Ha < 3 % npu HaGJI0ZileHUU B TeuyeHUe > 3 JIeT MPU He3peJibIX JaHHbIX UK OTCYTCTBUE
‘ yJydlleHHs IPU 3PeIOCTH JaHHBIX.

Yiy4duieHue ToJibKO nokasatesist BBII (mepBuyHas koHeuyHas Touka) ¢ HR > 0,5 B ucciegoBanusx 6e3 3pesibix UM €O
3peJsibIMU JJaHHBIMU 10 OB.

Yiy4uieHue ToJibKo nokasatesist pCR (nepBryHasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15 HR=0.69 A
% B aGCOJIIOTHOM BBIPQXKEHUH B UCCJI€JOBAHUSIX 6€3 3peJibIX JaHHbIX 0 BBDKUBAEMOCTH UJIM MPHU OTCYTCTBUHU
BaJIMALMH JaHHOTO KpuTtepus fs OB. BCB

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.
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ORIGINAL ARTICLE

Overall survival with adjuvant atezolizumab after chemotherapy in resected
stage II-IlIA non-small-cell lung cancer (IMpower010): a randomised,
multicentre, open-label, phase Il trial

E. Felip**, N. Altorki?, C. Zhou?, E. Vallieres®, A. Martinez-Marti', A. Rittmeyer®, A. Chella®, M. Reck’, O. Goloborodko?®,
M. Huang®, R. Belleli'?, V. McNally'!, M. K. Srivastava’, E. Bennett’, B. J. Gitlitz° & H. A. Wakelee'?

Events, Patients, n Median overall survival, HR (95% CI)®
n (%) months (95% CI)
— Atezolizumab group 15 (14.2) 106 NE (NE) 0.42 (0.23-0.78);
—— Best supportive care group 30 (29.1) 103 NE (NE) P=0.005
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HeoagbroBaHTHaA vs nepuonepaumnoHHaa XUT

CheckMate 8164

CheckMate 7713

.

(3 cycles)

Neoadjuvant NIVO + chemo

r

\.

(up to 4 cycles)

~

Neoadjuvant NIVO + chemo

J

Optional adjuvant chemo + RT

Adjuvant NIVO
(up to 13 cycles)

Patrick M. Forde et al. // IASLC Meeting 2024



HeoaaboBaHTHada vs nepuonepaunoHHasa XUT

100
80~ Periop NIVO?
- (CheckMate 77T)
g o - Weighted (ATE)®
v
L 40- Periop
NIVO?
20~ (n = 139.4°)
HR (95% Cl) 0.61 (0.39-0.97)
07 T T T T T 1 I 1
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO  139.4 128.0 118.1 112.9 79.7 4.5 13.0 3.1 0

Patrick M. Forde et al. // IASLC Meeting 2024



HeoaaboBaHTHada vs nepuonepaunoHHasa XUT

pCRe®
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Patrick M. Forde et al. // IASLC Meeting 2024



KaTteropus 1. Tepanusi, nOTeHIMaJIbHO M3/IeYMBaKOIaA: HEO U / WU aAbIOBAHTHAs Tepanus

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

. OB 36 mec OB 36 mec OB 36 mec
A JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3% 63% -> 67%
/ OB 36 mec
78.9% -> 82.1%
Yayvienue 3-setHeit OB Ha > 3 %, HO < 5 % npu MejuaHe HaOJ0IeHUs] HE MeHee 3-X JIeT /
d ’ p e 8 [I-IA + PD-L1
TC >1%,

HR g OB > 0,5, o < 0,65

CM816
B et et 06 st 1A BPB 0.54 (0.37-0.80)
Yiy4qiieHue TOJbKO NOKa3aTess >50% B P B O. 24 (O . 10—0. 6 1)

B OTHOCHUTEJIbHOM BBIPaXX€HHUH 1

BBDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A4 OB no pe3yJibTaTaM
MeTa-aHa/lu3a

Non inferior OB usiu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHUEM TOKCHYHOCTH JIeYeHHsI U / WK YJIydlleHneM
Qol (c moMo1IbI0 BaJKANPOBAHHBIX IIKAJI).

JlocroBepHoe yay4iieHre OB Ha < 3 % npu HaGJI0ZileHUU B TeuyeHUe > 3 JIeT MPU He3peJibIX JaHHbIX UK OTCYTCTBUE
‘ yJydlleHHs IPU 3PeIOCTH JaHHBIX.

Yiy4duieHue ToJibKO nokasatesist BBII (mepBuyHas koHeuyHas Touka) ¢ HR > 0,5 B ucciegoBanusx 6e3 3pesibix UM €O
3peJsibIMU JJaHHBIMU 10 OB.

Yiy4uieHue ToJibKo nokasatesist pCR (nepBryHasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15 HR=0.69 A
% B aGCOJIIOTHOM BBIPQXKEHUH B UCCJI€JOBAHUSIX 6€3 3peJibIX JaHHbIX 0 BBDKUBAEMOCTH UJIM MPHU OTCYTCTBUHU
BaJIMALMH JaHHOTO KpuTtepus fs OB. BCB

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.



KaTteropus 1. Tepanusi, nOTeHIMaJIbHO M3/IeYMBaKOIaA: HEO U / WU aAbIOBAHTHAs Tepanus

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

. OB 36 mec OB 36 mec OB 36 mec
A JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3% 63% -> 67%
// OB 36 mec
78.9% -> 82.1%
Yayvienue 3-setHeit OB Ha > 3 %, HO < 5 % npu MejuaHe HaOJ0IeHUs] HE MeHee 3-X JIeT
d ’ p e 8 [I-IA + PD-L1
TC >1%,

HR g OB > 0,5, o < 0,65 KN691
o e e o 0 sq 5PB 0.57 (0.41-0.77)
B >50% GPB 0.42 (0.28-0.65)

Yayuwenue Tosnbko nokasatesst pCR (nepBUYHast KOHEYHas

B OTHOCHUTEJIbHOM BBIpaXX€HUHU U Ha 2 15 % B a6COJIOTHOM

BBDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A4 OB no pe3yJibTaTaM
MeTa-aHa/lu3a

Non inferior OB usiu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHUEM TOKCHYHOCTH JIeYeHHsI U / WK YJIydlleHneM
Qol (c moMo1IbI0 BaJKANPOBAHHBIX IIKAJI).

JlocroBepHoe yay4iieHre OB Ha < 3 % npu HaGJI0ZileHUU B TeuyeHUe > 3 JIeT MPU He3peJibIX JaHHbIX UK OTCYTCTBUE
‘ yJydlleHHs IPU 3PeIOCTH JaHHBIX.

Yiy4duieHue ToJibKO nokasatesist BBII (mepBuyHas koHeuyHas Touka) ¢ HR > 0,5 B ucciegoBanusx 6e3 3pesibix UM €O
3peJsibIMU JJaHHBIMU 10 OB.

Yiy4uieHue ToJibKo nokasatesist pCR (nepBryHasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15 HR=0.69 A
% B aGCOJIIOTHOM BBIPQXKEHUH B UCCJI€JOBAHUSIX 6€3 3peJibIX JaHHbIX 0 BBDKUBAEMOCTH UJIM MPHU OTCYTCTBUHU
BaJIMALMH JaHHOTO KpuTtepus fs OB. BCB

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.



Kateropus 1. Tepanusi, NOTeHUA/IbHO U3/IeYUBAIOLIASA: HEO U / WIH aJbIOBAHTHAsA Tepanus
CM816: ypoBeHb KIMHUYECKOM 3HaYuMocTu A1l.

Thosert  KPUTEPUM RUSSCO CM 816 KN671 AEGEAN iMPower

010

OB 36 mec OB 36 mec OB 36 mec
JlocToBepHoe yayuiieHue 3-aeTHedt OB Ha > 5 % npu meaunaHe HaboaeHus He MeHee 3-x jieT UJIW HR past OB < 0,5.
64% -> T7% 64% -> 71,3% 63% -> 67%

OB 36 mec
78.9% -> 82.1%
[I-IIIA + PD-L1
TC >1%,

Yny4ymenue 3-netHeit OB Ha > 3 %, HO < 5 % npu MejuaHe Ha60leHUs1 He MeHee 3-X JIeT

HR g OB > 0,5, o < 0,65

JlocToBepHoOe yJy4llleHHe TOJIbKO noka3aTtess BBII (mepBuuHasi koHeuHas Touka) ¢ HR < 0,5 B uccnegoBanusix 6e3
B 3peJibIX JJaHHbIX 0 061eil BBDKHBAeMOCTH

Yayuwenue Tosbko nokasatesst pCR (nepBuyHast KOHe4Hast Touka) Ha > 30 %

B OTHOCHUTEJIbHOM BBIpa)KEHHWH U Ha = 15 % B a6COJIIOTHOM BbIpaXX€HHWH B UCCJIELOBAHUAX IPHU OT AEG E N
BBDDKMBA€MOCTH, €CJIN AaHI—IbIﬁ KpHTepHﬁ SIBJISIETCS] CTOUKUM BaJIMAVUPOBAHHBIM KpUTEpHUEM A4 (

MeTa-aHa/lu3a ”IA EPB 057 (039_083)

Non inferior OB wsu BBII (B cpaBHEHHH C KOHTPOJIEM) C YMEHbIIEHHEM TOKCHYHOCTH JIeYeHHs U /
Qol (c moMo1IbI0 BaJKANPOBAHHBIX IIKAJI). N za E P B OI 63 (0143 - 0190)

JloctoBepHoe yay4iienre OB Ha < 3 % npu HaGJI0ZileHUU B TeuyeHue > 3 JIeT MPU He3PeJIbIX AaHHbIX -..... ., .- _.._

‘ yJIy4LIeHUs IPU 3PeJIOCTH JaHHbIX. \

Yiy4duieHue ToJibKO nokasatesist BBII (mepBuyHas koHeuyHas Touka) ¢ HR > 0,5 B ucciegoBanusx 6e3 3pesibix UM €O
3peJsibIMU JJaHHBIMU 10 OB.

Yiy4uieHue ToJibKo nokasatesist pCR (nepBryHasi KoHeuHasi Touka) Ha > 30 % B OTHOCHTEJIbHOM BbIpaXK€HUH U Ha > 15 HR=0.69 A
% B aGCOJIIOTHOM BBIPQXKEHUH B UCCJI€JOBAHUSIX 6€3 3peJibIX JaHHbIX 0 BBDKUBAEMOCTH UJIM MPHU OTCYTCTBUHU
BaJIMALMH JaHHOTO KpuTtepus fs OB. BCB

HR gy OB > 0,65

HCTOYHUK IUTEPaTyphI:
1. nekTpOHHBII HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ /lata o6pawmenns: 23.10.2024
2 1. Spicer J. Girard N. Provencio M. et al. Neoadjuvant nivolumab (NIVO) + chemotherapv (chemo) vs chemo in patients (pts) with resectable NSCLC: 4-vear update from CheckMate 816. J Clin Oncol. 2024:42(suppl 17):LBAS8010.



Hepe3ekTtabenbHbin HMPJI




Karteropus 2. Knacc I. Tepanusi, He u3jiedyuBamOmiasi, HO yBeJIM4YMBaKWLasA NPOAO/LKUTENbHOCTD dKU3HH

KJIACCI KPUTEPUU RUSSCO

YpoBens A- Eciau meguana OB npu cTaHZapTHOM KN189 CM9LA POSEIDON
D JeyeHuu > 12 mec, HO < 24 mec

* HR < 0,70 U yBennuenue MOB > 6 mec. (ecqiu MearaHa 0-56 4y 27% vs 19%

31 OB 24,9%
OB He mocTUTHYTa B OJJHOU U3 TPYIII, TO YBEJUIEHHE 0-60 (0,46-0,69) 0-69 7 13 3% oV
3-neTHelt OB fgomkHO 6bITh > 10 %) ! ! (0-55-0-87) =

A e YBenuuenue meguanbl OB > 9 mec., HO < 12 mec.

* YBesnuuenue 3-ysetHedd OB > 10 % npu MesaunaHe
HabJroZeHusa > 36 mec

B * OP <£0.65 U yBenuuenue MOB > 2,0 mec. — < 3 mec.
* OP < 0.65 U yBesnnyenne MOB > 1,5 mec. — < 2,0 mec.
C * HR > 0,65-<0,70 4 yBestmuenune MmOB > 1,5 mec

* OP>0.70 ULJIM_yBennuenue MOB <1.5 mec.

HCTOYHMK JIUTEPATYPbI:

1. dnexTpoHHBIH HcTOYHUK: https://www.rosoncoweb.ru/standarts/criteria_evaluating_clinical_significance_therapy/ Jlata o6pawenus: 23.10.2024

2. Peters S, Cho BC, Luft AV, Alatorre-Alexander J, Geater SL, Laktionov, K, Trukhin D, Kim S-W, Ursol GM, Hussein M, Lim FL, Yang C-T, Araujo LH, Saito H, Reinmuth N,

Lowery C, Mann H, Stewart R, Jiang H, Garon EB, Mok T, Johnson ML, Durvalumab With or Without Tremelimumab in Combination With Chemotherapy in First-Line Metastatic NSCLC: Five-Year Overall Survival
Outcomes from the Phase 3 POSEIDON Trial, Journal of Thoracic Oncology (2024), doi: https://doi.org/10.1016/j.jtho.2024.09.1381.

Cokpamenus: MOB - mesnaHa o6lel BbbxkHBaeMocTb, OP — oTHolieHue puckoB, T-TpeMenumymao, /[-gypBanyma6, XT-xumMuorepanus, [AU-1oBepUTebHbIA UHTEPBa

**Kpurepuu «Iliato» - koneGanus o 5% B Teyenue 1.5 - 2-x nocjaeqHUX JIeT.



Henpsamoe cpaBHeHUe oTAaNeHHbIX pe3ynbLTaToB
OOHO- U ABYX KOMNOHEeHTHOU UT

Squamous
0s PFS
Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight
Type = Doublet Type = Doublet
POSEIDON (D+T) 02357 02225 — 0.79 [0.51;1.22] 7.7% CheckMate 9LA 04308  0.2826 —a— 0.65 [0.37;1.13] 5.6%
CheckMate 9LA 07340 02710 —=—— 048 5.2% CheckMate227 (N+1) -0.5621  0.2394 —a— 0.57 7.3%
CheckMate227 (N+l) -0.2357 0.1312 —— 0.79 22.1% Random effects model e 0.60 0.86] 12.9
Random effects mode! - 0.72 34.99

Type = Singlet
Type = Singlet CheckMate227 (N+CMT) 00726 0.2294 —a— 0.93 7.8%
POSEIDON (D) 02469  0.2376 —— 1.28 [0.80;2.04] 6.7% KEYNOTE-407 -0.4005  0.1579 — 0.67 12.5%
CheckMate227 (N+CMT) -0.1054  0.2211 — - 0.90 [0.58;1.39] 7.8% EMPOWER-Lung3 -0.3567  0.3245 —— 0.70 4.5%
KEYNOTE-407 -0.2357  0.1745 —.— 0.79 [0.56;1.11] 12.5% CamelL-Sq 07133 0.1694 —.— 0.49 11.5%
EMPOWER-Lung3 05108  0.3537 ————=——1— 0.60 [0.30;1.20] 3.0% ORIENT-12 -0.6015  0.2028 —— 0.55 9.2%
Camel-Sq -04780 02117 —_— 062 [0.41;0.94] 85% RATIONALE 307 (TIS+PC)  -0.4463  0.2780 —a— 0.64 5.8%
IMpower131 -01393  0.1333 —- 0.87 [0.67;1.13] 21.3% RATIONALE 307 (TIS+nab-PC) -0.3711  0.2697 — 0.69 6.1%
AK105-302 03711  0.2675 ~ ——&—1 069 [0.41;1.17] 5.3% IMpower131 -0.1985  0.1199 - 0.82 16.3%
Random effects model > 32 [0.71; 0.96] 65.1% GEMSTONE-302 -1.1087  0.3029 —&—— 0.33 5.0%

AK105-302 05978  0.2162 —— 0.55 8.4%

H Random effects model <> 0.63 7.1
Random effects model - 0.79 [0.70; 0.89] 100.0% -
T
0.5 1 2 Random effects model <> 0.63 [0.54; 0.73] 100.0%

Heterogeneity: /> = 15%, 1* < 0.0001, p = 0.31 ICI more OS  ICl less OS
Test for subgroup differences: y_f =0.83,df =1 (p =0.36) 0.2 05 1 2 5

Heterogeneity: I* = 30%, +* = 0.0205, p = 0.15 ICI more PFS  ICl less PFS

Test for subgroup differences: %% = 0.06, df = 1 (p = 0.81)
Nonsquamous
0s PFS
Study logHR SE(logHR) Hazard Ratio HR  95%-Cl Weight Study logHR SE(logHR) Hazard Ratio HR  95%-Cl Weight
Type = Doublet Type = Doublet
POSEIDON (D+T) -0.2877  0.1768 0.75 [0.53;1.06] 6.9% CheckMate 9LA -0.3567  0.1640 —— 0.70 [0.51;0.97) 7.5%
CheckMate 9LA -0.2877  0.1672 0.75 [0.54;1.04] 7.7% CheckMate227 (N+l)  -0.2107  0.1392 —a 0.81 [0.62;1.06] 9.9%
CheckMate227 (N+l)  -0.3711  0.1322 —— 0.69 [0.53;0.89] 12.3% Random effects model - 0.76 [0.62; 0.94] 17.4
Random effects model - 0.72 [0.61; 0.86] 26.9 5

Type = Singlet :
Type = Singlet CheckMate227 (N+CMT) -0.4155  0.1362 —— 0.66 [0.51;0.86] 10.3%
POSEIDON (D) -0.0619  0.1730 0.94 [0.67;1.32] 7.2% TASUKI-52 05978 01835 —@—— 0.55 [0.38;0.79] 6.2%
CheckMate227 (N+CMT) -0.2357  0.1312 — 0.79 [0.61;1.02] 12.5% KEYNOTE-189 02877  0.1744 —-— 0.75 [0.53;1.06] 6.7%
KEYNOTE-189 05276  0.2256 ——#—i— 0.59 [0.38;0.92] 4.2% EMPOWER-Lung3 02357  0.2489 ——— 0.79 [0.49;1.29] 3.5%
EMPOWER-Lung3 02311 0.2685 1.26 [0.74;2.13] 3.0% CamelL -0.2877  0.2080 —a 0.75 [0.50;1.13] 4.9%
Camel -0.1744  0.2135 0.84 [0.55;1.28] 4.7% ORIENT-11 04095 02510 ——=—t 066 [0.41;1.09] 3.5%
ORIENT-11 -0.2877  0.2316 0.75 [0.48;1.18] 4.0% RATIONALE 304 02771 0.2447 e 0.76 [0.47;1.22] 3.6%
IMpower130 -0.2107  0.1457 —81 0.81 [0.61;1.08] 10.1% IMpower130 03285  0.1239 —— 0.72 [0.56;0.92] 12.0%
IMpower132 -0.4005 01877 ——@—— 067 [0.46;0.97] 6.1% IMpower132 407985  0.1849 —@— : 0.45 [0.31;0.65] 6.1%
IMpower150 (A+B) -0.1985  0.1416 —a— 0.82 [0.62;1.08] 10.7% IMpower150 (A+B) -0.3567  0.1331 —— 0.70 [0.54;0.91] 10.7%
IMpower150 (A) -0.1054 0.1428 —H— 0.90 [0.68;1.19] 10.6% IMpower150 (A) -0.0619 0.1366 —_— 094 [0.72;1.23) 10.2%
Random effects model > 0.82 [0.74;091] 73.1% GEMSTONE-302 -0.3857  0.2088 — 0.68 [0.45;1.02] 4.9%

i Random effects model <> 0.70 [0.62; 0.78] 82.6

Random effects model < 0.79 [0.72; 0.87] 100.0%

Random effects model 0.71 [0.64; 0.78] 100.0%

05 1 2

Heterogeneity: 1> = 0%, v = 0, p = 0.72 ICI more OS  ICl less OS 0.5 1 2
Test for subgroup differences: z; = 1.42, df = 1 (p = 0.23) Heterogeneity: I° = 7%, ¥* = 0.0040, p = 0.37 ICI more PFS  ICl less PFS

Test for subgroup differences: 7} =055, df =1 (p = 0.46)
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Cemiplimab OS benefits increase with PD-L1 expression
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084 = B~ Chemotherapy: PD-L1 290% 95 13.7 mo (8.8-20.6)
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16 1. Kaplan-Meier estimates of OS and PFS in the (Aand E) ITT population, (B and F) patients with PD-L1 TPS = 50%, (C and G) patients with PD-L1
PS 1%-49%, and (D and H) patients with PD-L1 TPS < 1%. chemo, chemotherapy; HR, hazard ratio; ITT, intention to treat; NR, not reached; OS,
i; PD-L1, programmed death ligand 1; PFS, progression-free survival; TPS, tumor proportion score. (continued on following page)
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OPDEKTNBHOCTL B 3aBMCUMOCTU OT aKkcrnpeccum PD-L1
(CHECKMATE 9LA)

PD-L1 < 1% PD-L1 > 1%
100- i S 100 VRO 1o X
Meaunana OB, mec 17.7 9.8 Meaunana OB, mec 15.8 10.9
HR (95% CI) 0.67 (0.51-0.88) 80 4 HR (95% ClI) 0.74 (0.60-0.93)
80- .
63% 65%
~ 60- ~ 601
[a) [a)
© 40 © 40-
20- 204
Or—T—T 7T T T T T T T T T 1T T T 1 O—TFT—T—7T""F—T 7T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Mecsaupbl Mecaubl
No. at risk No. at risk
135 120 107 90 85 73 66 55 50 44 40 38 34 19 8 6 2 0 204 186 166 147 133 109 97 90 83 77 71 64 58 42 19 10 2 O
129 116 90 68 58 47 37 32 27 25 19 17 17 13 6 1 0 O 204 179 151 122 96 79 68 60 56 51 45 40 37 31 21 12 5 0

3aKpbiTHe 6a3bl AaHHbIX: 15 deBpana 2022; MMHMMa/IbHbI/MeAUaHHbIM Nepuog, HabawaeHua ana OB: 36,1/42,6 mecAues.
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OOHO- U ABYX KOMNOHEeHTHOU UT

Henpﬂmoe CpaBHEHME OoTAaJIeHHbIX Pe3ysibTaTOB

oS PFS
STK11-mutated STK11-mutated
Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight
Regimen = doublet : Regimen = doublet
CheckMate227 (N+1) -0.2485 0.2482 —.— 0.78 [0.48;1.27] 14.1% CheckMate 9LA -0.2357 0.2502 —— 0.79 [0.48;1.29] 18.3%
CheckMate 9LA -0.2357 0.2502 —— 0.79 [0.48;1.29] 13.8% POSEIDON (D+T) -0.5798 0.3147 —— 0.56 [0.30;1.04] 11.6%
POSEIDON (D+T) -0.5798 0.3147 —— 0.56 [0.30;1.04] 8.7% Random effects model i 0.69 [0.47; 1.01] 29.9%
Random effects model ’ 0.72 [0.54; 0.98] 36.6% te eity: / :
Regimen = singlet :
Regimen = singlet KEYNOTE-042 -0.9943 0.4290 ——=——+ 0.37 [0.16;0.86] 6.2%
CheckMate227 (N+CMT) -0.4463 0.2895 —— 0.64 [0.36;1.13] 10.3% KEYNOTE-189 -0.2877 0.3571 —T— 0.75 [0.37;1.51] 9.0%
KEYNOTE-042 -0.9943 04290 ——=—— 0.37 [0.16;0.86] 4.7% IMpower150 (A+B) -0.3425 0.2406 —— 0.71 [0.44;1.14] 19.8%
KEYNOTE-189 -0.2877 0.3571 — 0.75 [0.37;1.51] 6.8% IMpower150 (A) 0.0100 0.2305 l 1.01 [0.64; 1.59] 21.5%
IMpower150 (A+B) -0.3425 0.2406 —+ 0.71 [0.44; 1.14] 15.0% POSEIDON (D) 0.0296 0.2902 Y 1.03 [0.58; 1.82] 13.6%
IMpower150 (A) 0.0100 0.2305 i 1.01 [0.64;1.59] 16.3% Random effects model - 0.81 [0.62; 1.04] 70.1%
POSEIDON (D) 0.0296 0.2902 H 1.03 [0.58;1.82] 10.3% tero t ! :
Random effects model - 0.78 [0.62; 0.98] 63.4%
Heteroge = = ) = Random effects model | l > ; i 0.77 [0.63; 0.95] 100.0%
Random effects model > 0.76 [0.63; 0.91] 100.0% 0.2 05 1 2 5
f T T 1 Heterogeneity: 12 = 7%, t* < 0.0001, p = 0.37 ICI more PFS ICI less PFS
0.2 05 1 2 5 Test for subgroup differences: y_f =0.41,df=1(p =0.52)
Heterogeneity: 1 = 0%, t° < 0.0001, p = 0.55 ICI more OS ICl less OS
Test for subgroup differences: -,(f =0.14,df=1(p =0.71)
KEAP1-mutated KEAP1-mutated
Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight Study logHR SE(logHR) Hazard Ratio HR 95%-Cl Weight
Regimen = doublet : Regimen = doublet :
CheckMate227 (N+1) -1.1712 04106 —@— 0.31 [0.14; 0.69] 10.0% CheckMate 9LA -0.6733 0.3837 —— 0.51 [0.24;1.08] 11.7%
CheckMate 9LA -0.6733 0.3837 —— 0.51 [0.24;1.08] 10.6% POSEIDON (D+T -0.844 5244 —l_—%—— 043 1015.1.20) __7.4%
+ = 05244  —— @ _——° 043 [015:120]1 _76% Random effects model = 0.48 [0.26; 0.88] 19.1%
Random effects model ? 0.41 [0.25: 0.67] 28.2% Het t )
Heterogeneity 0 0
Regimen = singlet :
Regimen = singlet KEYNOTE-042 -0.2877 0.2979 —— 0.75 [0.42; 1.34] 16.0%
CheckMate227 (N+CMT) -1.2730 04931 ——&— 0.28 [0.11;0.74] 8.2% KEYNOTE-189 -0.2107 0.3112 —— 0.81 [0.44;1.49] 15.2%
KEYNOTE-042 -0.2877 0.2979 —- 0.75 [0.42; 1.34] 12.9% IMpower150 (A+B) -0.0834 0.2276 0.92 [0.59; 1.44] 20.9%
KEYNOTE-189 -0.2107 0.3112 —i— 0.81 [0.44;1.49] 12.6% IMpower150 (A) 0.4121 0.2305 1.51 [0.96;2.37] 20.7%
IMpower150 (A+B) -0.0834 0.2276 0.92 [0.59; 1.44] 15.0% rw_-ﬂ.w1 077 1029:2031 81%
IMpower150 (A) 0.4121 0.2305 1.51 [0.96;2.37] 14.9% Random effects model 0.97 [0.72: 1.32]1 80.9%
POSEIDON (D) -0.2614 04941 077 10292031 _82% Heterogeneity: / ) )34 )
Random effects model 0.84 [0.58: 1.22] 71.8%
Heterogeneity 1154 Random effects model | : 0.84 [0.62; 1.15] 100.0%
Random effects model 0.67 [0.47; 0.97] 100.0% 0.2 05 1 2 5
Z= 2= e PFS ICl less PFS

Test for subgroup differences: %3

0.2

ore OS
=5.25,df =1 (p = 0.02)

05 1 2 5

ICl less OS
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MoneKkynsipHbI¥ aHanu3 B uccrnegoBaHum

POSEIDON

A Nonsquamous B Nonsquamous
STK11 mutant T+D+CT D+CT cT STK11 wild-type T+D+CT D+CT cr
Events/patients, n/N 2731 3234 22122 Events/patients, n/N 135177 1381169 153179
mOS, months (95% CI) 69(36-129) 107 (6.0-14.9) mOS, months (95% CI)  17.2 (14.9-22.1) 17.1 (133-22.3) 13.4 (115-16.8)
HR (95% CI) vs CT 0.57 (0.32-1.04) |8 02 (0.59-1.80) - HR (95% CI) vs CT 0.71 (0.56-0.90) 0.79 (0.63-1.00) -
Landmark OS, % (95% Climm— Landmark OS, % (95% CI)
24 months 32.3(16.9-48.6) 206(9.1-353) 4.5(0.3-18.9) 24 months 427 (35.2-49.9) 38.1 (30.7-45.4) 30.1 (23.3-37.0)
36 months 258(122-418) 14.7(54-285) 4.5(0.3-189) 36 months 31.6 (24.8-38.5) 26.5(20.0-33.4) 19.1 (13.5-25.4)
48 months 129(41-270) 59(1.1-172) 45(03-189) 48 months 27.5(21.0-34.3) 20.2 (14.5-26.7) 11.0(6.8-16.3)
60 months 12.9(4.1-27.0)  59(11-17.2) 0(NC) 60 months 22,0 (16.1-28.5) 17.7 (12.3-239) 10.4 (6.3-156)
1.0 q 1.0 4
038 038 -
23 o«
o o
5 06 5 06
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3 3
£ 044 £ o044
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024 02 H ——
‘I—_L‘_| : h et g
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T H 1]

E F 20 F——r—T———t——A————— 00 +—T—F—T———t——
“°"’s‘1"""°“' — — - :"R""'s‘l"'n""‘w’ — — o 0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
KRA + ¥ +D+

mutant wild:type Time from randomization (months) Time from randomization (months)

Events/patients, n/N 47/60 56/69 47/53 Events/patients, n/N 115/148 1141134 128/148 No. atrisk No. st risk
mOS, months (95% CI) 12,6 (7.5-169) 10.4 (7.3-12.6) mOS, months (95% CI)  17.1 (13.4-20.1) 17.1(12.3-22.6) 14.4 (12.6-18.3) THDCT 31 24 18 15 10 9 B 5 4 2 o TeDSCT 177 M0 107 84 73 59 54 50 46 40 35 15 3
HR (95% CI) vs CT 0.55 (0.36-0.83)l0.74 (0.50-1.09) - HR (95% CI) vs CT 0.78 (0.61-1.00) 0.87 (0.68-1.12) - DM g2 9. 7 8 o2 2 moom M0 OICTM M Wi T B il 8 Mt U 2
Landmark OS, % (95% Landmark OS, % (95% Cl) = 4 E = ) VG B T o .

24 months 51.7 (38.4-63.4) 30.4 (20.1-41.4) 24.3 (13.5-36.7) 24 months 36.6 (28.8-44.4) 37.6 (29.3-45.8) 28.0 (20.9-35.6)

36 months 40.0 (27.7-52.0) 26.1(16.4-36.8) 14.2 (8.2-25.2) 36 months 26.8 (19.8-34.2) 237 (16.8-31.2) 18.5 (12.6-25.4)

48 months 33.3(21.8-45.2) 21.7 (12.9-32.0) 10.1(3.7-20.3) 48 months 21.8(154-289) 156(9.9-224) 10.3(59-16.1)

60 months 217 (12.3-32.7) 203 (11.8-304) 8.1(26-17.7) 60 months 203 (14.1-27.3) 13.1(7.9-196) 9.5(5.3-15.2)
1.0 1.0
0.8 0.8

0 0

o o

S 06 5 06

2z 2z c D

3 2 All patients All patients

é 04 7 g 04 KEAP1 mutant T+D+CT D+CT cr KEAP1 wild-type T+D+CT D+CT [o1d

& \ w—.\_‘_\ & : Eventsipatients, niN 1522 20023 6/6 Events/patients, nN 2481303 2660307 2811312
0> $ m 63 ] g mOS, months (95% CI) 81(40-129) 87 (5.1-NE} mOS, months (95% C)  14.0(11.8-16.1) 135(117-149) 12.1(106-1389)

T H ¥ 3 i I —— ] HR (95% Cl) vs CT .77 (0.31-2.15) - HR (95% CI) vs CT 0.76 (0.64-0.90) 083 (0.70-0.98) -
| Pt | ' o Landmark OS, % {95% Cl Landmark OS, % (95% CI)
0.0 N N — . o 0.0 I T — ’ — 24 months 350(161-547) 19.3(62-379) 0(NC) 24 months 324(271-377) 302(252-355) 229(183-277)
T 0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 36 months 00(125-498) 145(37-323) 0{NC) 36 months 243(196-293) 20B(164-256) 14.0(104-182)
Time from randomization (months) Time from randomization (months) 48 months 200(63-39.1)  72(06-257) 0{NC) 48 months 208 (16.4-256) 154(116-19.7) 89(60-124)
60 months 100(17-27.1)  72(06-257) 0 (NC) 60 months 162(122-206) 13.0(95-17.1) 7.0(44-103)
THD+CT 60 46 2 4 2 2 THD4CT 148 118 89 68 5 42 3B AU 3 8 26 ] 2 1.0 7
D+CT 69 a7 3! 25 21 0 18 16 15 14 14 7 1 D+CT 134 101 7 63 49 37 30 23 19 18 15 7 1
CT 53 36 20 5 12 8 7 6 5 4 2 0 Cr148 10 86 60 39 28 25 16 13 13 12 6 2
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o o
s 0.6 %
£ g
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0.2
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H + ¥ t
0.0 — T+ +——T—+———+——— T +
0 6 12 18 24 30 36 42 48 54 60 86 72 0 6 12 18 24 30 38 42 48 54 B0 66 72
Time from randomization (months) Time from randomization (months)
No. at risk
T 6 6 4 4 2 2 o ToDSCT 303 230 165 122 96 78 T 64 50 582 43 2 3
7 5 4 3 2 2 1 1 1 0 0 DWCT307 20 65 & 9 75 62 51 45 42 37 18 3
4 2 o 0 o o L] ] ] o ] o CT 22 220 152 107 68 4 4 0 24 20 19 10 2
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