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HMPJ1 — ogHo 13 Hanboree pacnpocTpaHEHHbIX OHKONOTMYECKNX
3aboneBaHUn, A1 KOTOPOro XapakTepeH BbICOKUU YPOBEHb
CMEPTHOCTMU

.Patients

Estimated New Cases

Males Females

Prostate 161,360 19% Breast 252,710 30%

Lung & bronchus 116,990 14% Lung & bronchus 105,510 12%
Localized,16% Colon & rectum 71,420 9% Colon & rectum 64,010 8%
Urinary bladder 60,490 7% Uterine corpus 61,380 7%

Melanoma of the skin 52,170 6% Thyroid 42,470 5%
Kidney & renal pelvis 40,610 5% Melanoma of the skin 34,940 4%
Non-Hodgkin lymphoma 40,080 5% Non-Hodgkin lymphoma 32,160 4%
Leukemia 36,290 4% Leukemia 25,840 3%

Oral cavity & pharynx 35,720 4% Pancreas 25,700 3%

Liver & intrahepatic bile duct 29,200 3% Kidney & renal pelvis 23,380 3%
All Sites 836,150 100% All Sites 852,630 100%

Estimated Deaths

Males Females

Lung & bronchus 84,590 27% Lung & bronchus 71,280 25%
» lon & rectum 71 9% reast 40,61 14%
Distant,57 Colon & 27,150 B 0,610
Prostate 26,730 8% Colon & rectum 23,110 8%
. Pancreas 22,300 7% Pancreas 20,790 7%
sgional,22% W
’ Liver & intrahepatic bile duct 19,610 6% Ovary 14,080 5%
Leukemia 14,300 4% Uterine corpus 10,920 4%
Esophagus 12,720 4% Leukemia 10,200 4%
Urinary bladder 12,240 4% Liver & intrahepatic bile duct 9,310 3%
Non-Hodgkin lymphoma 11,450 4% Non-Hodgkin lymphoma 8,690 3%
Brain & other nervous system 9,620 3% Brain & other nervous system 7,080 3%
All Sites 318,420 100% All Sites 282,500 100%

.. FIGURE 1. Ten Leading Cancer Types for the Estimated New Cancer Cases and Deaths by Sex, United States, 2017.
Cancer StatIStICS 2017; Estimates are rounded to the nearest 10 and cases exclude basal cell and squamous cell skin cancers and in situ carcinoma except urinary bladder.

Rebecca L. Siegel, MPH; Kimberly D. Miller, MPH; Ahmedin
Jemal, DVM, PhD

CA Cancer J Clin 2017;67:7-30. doi: 10.3322/caac.21387



ORIGINAL ARTICLE

Paclitaxel-Carboplatin Alone or with Bevacizumab for Non—
Small-Cell Lung Cancer

Alan Sandler, M.D., Robert Gray, Ph.D., Michael C. Perry, M.D., Julie Brahmer, M.D., Joan H. Schiller, M.D., Afshin Dowlati, M.D., Rogerio Lilenbaum, M.D., and David H.

Johnson, M.D.
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CLINICAL PRESENTATION HISTOLOGIC
SUBTYPE?

* Adenocarcinoma

* Large cell
« Establish histologic * NSCLC not
subtype? with otherwise

adequate tissue for
molecular testing

specified (NOS)

Advanced (consider rebiopsy99
or b if appropriate)
metastatic * Smoking cessation
Disease counseling
* Integrate palliative
care® (See NCCN
Guidelines for

Palliative Care)

Squamous cell
carcinoma

olecular testing

» EGFR mutation testing
(category 1)

» ALK testing (category 1)

» ROS1 testing

» BRAF testing

» Testing should be

conducted as part of broad

molecular profiling"

D-L1 testing (category 1

» Zonsider EGFR mutatiQn

and ALK testing! in nev

smokers or small biopsy

specimens, or mixed

histology*¥

» Consider ROS1 and BRAF
testing in small biopsy

specimens or mixed

histology

Testing should be

TESTING RESULTShP

Sensitizing EGFR mutation positive
(see NSCL-18)

ALK positive (see NSCL-21)
ROS1 positive (see NSCL-24)

BRAF V600E positive (see NSCL-25)

PD-L1 250% and EGFR, ALK negative
or unknown (see NSCL-26)

EGFR, ALK, ROS1, BRAF negative or
unknown, PD-L1 <50% or unknown
(see NSCL-27)

Sensitizing EGFR mutation positive
(see NSCL-18)

ALK positive (see NSCL-21)

ROS1 positive (see NSCL-24)
BRAF V600E positive (see NSCL-25)

PD-L1 250% and EGFR, ALK negative
or unknown (see NSCL-26)

EGFR, ALK, ROS1, BRAF, negative
or unknown, PD-L1 <50% or unknown
(see NSCL-28)
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* EGFR (ErbB-1)
* HER2 / neu (ErbB-2)
* Her 3 (ErbB-3)

*Her 4 (ErbB-4)
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Wieduwilt MJ, Moasser MM. The epidermal growth factor receptor family: biology driving targeted therapeutics. Cell Mol Life Sci.
2008;65(10):1566-84

Hongtao Zhang, ..., Ramachandran Murali, Mark |. Greene. ErbB receptors: from oncogenes to targeted cancer therapies Published
August 1, 2007 Citation Information: J Clin Invest. 2007;117(8):2051-2058. https://doi.org/10.1172/ICI32278



PeuenTop anugepmanbHoOro gakropa
pocTa (EGFR)

* EGFR — TpaHcmMemMbpaHHbIN ( | IMEH D~ EF
6enok

EGFR

* MyTauus =
//_I—T\ \ TUPO3UHKUHA3HbIN

« HekoHTponMpyemas aktuBaums

[IOMEeH
EGFR BHYTpW KINETKK [
3anyckaeTtcsa Kkackag
BMOXMMYECKUX peaKkLn, ¥ i
NPUBOASALLNX K MOBbLILLEHUIO
nponudepaummn onyxoneBblX Lol HAIVCHpOBAID
KINETOK, POCTY Oryxorsiu, HBa3NS MeTacTasupoBaHue
CTUMYNSLIUM NMPOLIECCOB aHrvorenes

MHBA3NN, NAaTOJTIONTM4YeCKOIo
dHI'MOoreHe3a u
M eTa CT@@M p@Bﬂl‘N"lMﬂEidermal growth factor receptor family: biology driving targeted therapeutics. Cell Mol Life Sci. 2008;65(10):1566-84

*  http://www.cancergenome.ru/mutations/EGFR/
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Kobayashi, Y., & Mitsudomi, T. (2016). Not all epidermal growth factor receptor mutations in lung cancer are created equal: Perspectives for individualized treatment strategy. Cancer

Science, 107(9), 1179-1186. doi:10.1111/cas.12996
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Biomarker Analyses and Final Overall Survival Results From a
Phase III, Randomized, Open-Label, First-Line Study of Gefitinib
Versus Carboplatin/Paclitaxel in Clinically Selected Patients With
Advanced Non—Small-Cell Lung Cancer in Asia (IPASS)

Masahiro Fukuoka, Yi-Long Wu, Sumitra Thongprasert, Patrapim Sunpaweravong, Swan-Swan Leong,
Virote Sriuranpong, Tsu-Yi Chao, Kazuhiko Nakagawa, Da-Tong Chu, Nagahiro Saijo, Emma L. Duffield,
Yuri Rukazenkov, Georgina Speake, Haiyi Jiang, Alison A. Armour, Ka-Fai To, James Chih-Hsin Yang,
and Tony S.K. Mok
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No. of patients at risk: Gefitinib % 3 . 0 0 0 0
Gefitinib % 82 51 20 5 1 0 Carboplatin/paclitaxel 29 19 5 0 0 0 0
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First-line erlotinib versus gemcitabine/cisplatin in

patients with advanced EGFR mutation-positive OF
non-small-cell lung cancer: analyses from the phase lil,

randomized, open-label, ENSURE study'

Y.-L. Wu'*, C. Zhou?, C.-K. Liam3, G. Wu#, X. Liu’, Z. Zhong®, S. Lu’, Y. Chengg, B. Han?, L. Chen®,

C.Huang'?, S. Qin', Y. Zhu'2, H. Pan'3, H. Liang'4, E. Li'®, G. Jiang'6, S. H. How7,

M. C. L. Fernando'8, Y. Zhang'?, F. Xia'® & Y. Zuo'?
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AdaTnHMb npoTmB rePpmnTnUHMOA

Afatinib versus gefitinib in patients with EGFR
mutation-positive advanced non-small-cell

lung cancer: overall survival data from the
phase Ilb LUX-Lung 7 trial

Paz-Ares, L., Tan, E.-H., O’Byrne, K., Zhang, L., Hirsh, V., Boyer, M., ... Park, K. (2017). Afatinib versus gefitinib in patients with EGFR mutation-positive advanced non-small-cell
lung cancer: overall survival data from the phase Ilb LUX-Lung 7 trial. Annals of Oncology, 28(2), 270-277. d0i:10.1093/annonc/mdw611
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Paz-Ares, L., Tan, E.-H., O’Byrne, K., Zhang, L., Hirsh, V., Boyer, M., ... Park, K. (2017). Afatinib versus gefitinib in patients with EGFR mutation-positive advanced
non-small-cell lung cancer: overall survival data from the phase Ilb LUX-Lung 7 trial. Annals of Oncology, 28(2), 270-277. doi:10.1093/annonc/mdw611
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Paz-Ares, L., Tan, E.-H., O’Byrne, K., Zhang, L., Hirsh, V., Boyer, M., ... Park, K. (2017). Afatinib versus gefitinib in patients with EGFR mutation-positive advanced non-small-cell
lung cancer: overall survival data from the phase Ilb LUX-Lung 7 trial. Annals of Oncology, 28(2), 270-277. doi:10.1093/annonc/mdw611



MexaHU3Mbl PE3SNCTEHTHOCTHU

a No identification
_ ; AR mechanism
EMT ~1-2% 15-20%
HER2 amplification
~8-13%
Btyrggzz BRAF ~1% T790M -
~20% | MET amplification ~5% ilz(l)(r)\fss%
PIK3CA ~1-2%
SCLC alone ~6% T790M fGFRt
with EGFR alfge :
SCLC with PI3K ~4% amplification | alteration
~10% ~60%
Other EGFR
point mutations
1-2% i

Camidge, D. R., Pao, W., & Sequist, L. V. (2014). Acquired resistance to TKIs in solid tumours: learning from lung cancer. Nature Reviews Clinical Oncology, 11(8), 473-481.
doi:10.1038/nrclinonc.2014.104



MyTtauma T 790 m — okono 60 % cny4yaeB

* [IlponcxoguT nameHeHue
KOHUrypaumm peuenTtopa
EGFR

* IHrMBUTOPBLI TMPO3UHKNHAS3bI
1 1 2 NOKOMEHUA HE MOTyT
B3anMOOEeNCTBOBATb

* Pa3paboTtaH HOBbIU Npenapar
— Osimertinib

When patients with EGFRm NSCLC have progressed due to the T790M mutation,
TAGRISSO offers powerful efficacy and consistent tolerability



OcnumepTnUHNO vs Xummotepanus (2
NTNHUA)

Kputepuu BknoueHuma B
uccnepoBaHue

* Crapwe 18 nert
ECOG 0-1

* MecTHOpacnNpPOCTPaHEHHbIN AN — | OcumepTnHUG (N=279)

\>%P\ ,?) meTacTtaTnyeckum HMP/I

* [IporpeccupoBaHue nocne 1 niMHUU

Tepanun UTK

MNoaTteseprkaeHa myTtauma T 790m

Xumuotepanusa (n= 140)
* B uccnepoBaHue BKAOYA/IUCH

naumeHTbl co cTabUnbHbIMY, Nemetpekcepn, +

6eccMMNTOMHbIMU MeTacTasamMu B Kapb6onnatux unu
LHC LUucnnatuH

Mok, T. S., Wu, Y.-L., Ahn, M.-J., Garassino, M. C., Kim, H. R., Ramalingam, S. S., ... Papadimitrakopoulou, V. A. (2017). Osimertinib or Platinum—Pemetrexed in EGFR T790M-Positive Lung
Cancer. New England Journal of Medicine, 376(7), 629—640. doi:10.1056/nejmoal612674



A Patients in Intention-to-Treat Population
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* PaHOoommnanpoBaHHOEe ABOUHOE
crenoe nccrnegosaHue 3 gasbl
FLAURA (Osimertinib B 1-1
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* 556 NauMeHTOB

* EGFR + (Oeneuuda B 19 3K30He
nnn L858R)
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ORIGINAL ARTICLE

Osimertinib in Untreated EGFR-Mutated
Advanced Non—-Small-Cell Lung Cancer

J.-C. Soria, Y. Ohe, J. Vansteenkiste, T. Reungwetwattana, B. Chewaskulyong,
K.H. Lee, A. Dechaphunkul, F. Imamura, N. Nogami, T. Kurata, |. Okamoto,
C. Zhou, B.C. Cho, Y. Cheng, E.K. Cho, P.J. Voon, D. Planchard, W.-C. Su,
J.E. Gray, S.-M. Lee, R. Hodge, M. Marotti, Y. Rukazenkov,
and S.S. Ramalingam, for the FLAURA Investigators*
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A Progression-free Survival in Full Analysis Set

No. of Median Progression-free Survival
Patients (95% ClI)
mo
Osimertinib 279 2-21.4)
Standard EGFR-TKI 277 6-11.1)

Hazard ratio for disease pregréssion or death,
0.46 (95% Cl, 0.37-0.57)

P<0.001

Osimertinib

Probability of Progression-free
Survival
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Standard EGFR-TKI
OO | | | | | | | | |
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Month

No. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 0
Standard 277 239 197" 152 107 78 37 10 2 0
EGFR-TKI

B Progression-free Survival in Patients with CNS Metastases

No. of Median Progression-free Survival
Patients (95% Cl)
mo
Osimertinib 53 15.2 (12.1-21.4)
Standard EGFR-TKI 63 9.6 (7.0-12.4)

Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.30-0.74)

P<0.001
§ 1.0-
L=
<
.2 0.8-
"
wv
9.
=
a2 . .
S 3 0.4- Osimertinib
=
3 0.2
= g
o Standard EGFR-TK| b——t
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0 3 6 9 12 15 18 21 24 27

Month
No. at Risk
Osimertinib 53 51 40 37 32 22 9 4 1 0
Standard 63 57 40 33 24 13 6 2 1 0
EGFR-TKI
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* Erlotinib
* Gefitinib
 Afatinib R
e Osimertinib D Osimertinib 18.9m

\ Gefitinib 10.2m \Osimertinib 10.1m

Park, K., Tan, E-H., O’Byrne, K., Zhang, L., Boyer, M., Mok, T., ... Paz-Ares, L. (2016). Afatinib versus gefitinib as first-line treatment of patients with EGFR
mutation-positive non-small-cell lung cancer (LUX-Lung 7): a phase 2B, open-label, randomised controlled trial. The Lancet Oncology, 17(5), 577-589.
doi:10.1016/s1470-2045(16)30033-x

Soria, J.-C., Ohe, Y., Vansteenkiste, J., Reungwetwattana, T., Chewaskulyong, B., Lee, K. H., ... Ramalingam, S. S. (2018). Osimertinib in Untreated EGFR-Mutated
Advanced Non-Small-Cell Lung Cancer. New England Journal of Medicine, 378(2), 113-125. doi:10.1056/nejmoal713137



ARCHER 1050: Study Design

* Phase 3 randomized open-label study to evaluate dacomitinib as an
alternative first-line treatment for patients with advanced NSCLC with an
EGFR-activating mutation

Primary endpoint

Dacomitinib 45 mg PFS by blinded independent
o SZD review (IR)
LS 2E7) Target HR <0.667 (50%1)
90% power
1-sided a = 0.025

Assumed median PFS: 14.3
vs 9.5 months

e Advanced NSCLC with EGFR-
activating mutation(s)

e No prior systemic treatment of
advanced NSCLC

e No CNS metastases
e No prior EGFR TKI or other TKI

e ECOGPSofOort1

Stratification factors
Race (including Asian vs Secondary endpoints

non-Asian)

EGFR mutation type PFS (investigator assessed),
(exon 19 vs 21) ORR, DOR, TTF, Safety, PROs

ClinicalTrials.gov: https://clinicaltrials.gov/ct2/show/NCT01774721.

CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; ORR, objective response rate; PO, orally; PROs, patient-reported outcomes; PS, performance status;
QD, once daily; R, randomized; TTF, time to treatment failure.
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permis: d for reuse.

ANNUAL MEETING




PFS: Blinded Independent Review

(Intention-to-Treat Population)

U8 Mo Dacomitinib Gefitinib
M (n=227) (n = 225)
E 0.8 - ﬂ Number of events, n (%) 136 (59.9) 179 (79.6)
o | Median PFS, months 14.7 9.2
u— | (95% CI) (11.1, 16.6) (9.1, 11.0)
g 0.6 - e 0.59 (0.47, 0.74)
= ) P < 0.0001
=
@ 044
-8 Data cutoff date: July 29, 2016
e
2s e
++ Censored
OO | | | I | 1 |
0 6 12 18 24 30 36 42
No. at risk: Months
Dacomitinib 227 154 106 73

Wu YL, et al. Lancet Oncol 2017,18(11):1454-1466
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Final OS (Primary Analysis)

Dacomitinib Gefitinib

(n = 227) (n = 225)

1.0 T Number of deaths, n (%) 103 (45.4) 117 (52.0)
H‘R\\ o 4 Median OS, months 34.1 26.8

08 "“\\\ (95% Cl) (29.5,37.7)  (23.7,32.1)
0.760 (0.582, 0.993)

S, * 0
" s 1 2-sided P* = 0.0438
0.6 o~y OS probability at
W 30 months, % g i

Probability of OS

04 =
0.2
0.0 ] T T T
0] 6 12 18 24 30
Months
No. at risk:
Dacomitinib 227 206 188 167 138 77

PRESENTED AT: 2018 ASCO

presenteo sy:  Tony S. Mok, MD
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AN N LJAL M E ET | N G permission required for reuse.




ALK n ppyrue...




PROFILE 1014

EW ENGLAND JOURNAI f MEDICINE

343 nauymeHTa c ALK +,

' MecTHOpacrnpoCTPaHEHHbIV
nnn metactatmndeckun HMPIJI,
First-Line Crizotinib versus Chemotherapy ECOG 0-2

in ALK-Positive Lung Cancer

 PaHopomunsauma 1:1

* Kons3oTtuHuo vs [NemeTpekcen
+ KapbonnaTuH nnu
uucnnaTtuH

* [lepBnYHag KoHe4yHasa To4vkKa
BbI1



A Progression-free Survival B overall Survival
100+ Hazard ratio for progression 100+
9 or death in the crizotinib group, I.."ﬁ\"ﬁ—-..,m_'hCrizotinib
= 30 0.45 (95% Cl, 0.35-0.60) s L] ey
g P<0.001 (two-sided stratified log-rank test) R Chemotherapy
a  60- 2 60 ’
$ 5
< + ]
c 404 = 404
g Crizotinib g
o 3 Hazard ratio for death in the crizotinib
@ 207 20 group, 0.82 (95% Cl, 0.54-1.26)
a Chemotherapy P=0.36 (two-sided stratified log-rank test)
o I I T I ] ] 1 o I 1 | 1 | | 1
0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Months Months
No. at Risk No. at Risk
Crizotinib 172 120 65 38 19 7 1 0 Crizotinib 172 152 123 80 44 24 3 0
Chemotherapy 171 105 36 12 2 1 0 0 Chemotherapy 171 146 112 74 47 21 4 0

Kpn3otnHno e Xumumnortepanus

° LIOO = 74% ¢ L‘I()() - 45%

« Meaunana BIMB = 10.9  Meanana BI'lb = 7.0 mec.
MEcC.



' ~ Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.34-0.65)

NSCLC ALK -+ P<0.001 by log-rank test

100~
90-
§ 804
Alectinib versus Crizotinib in Untreated £ = 707 O |
ALK-Positive Non—Small-Cell Lung Cancer g £ 60- O . .
Peters, M.D., et al. August 31, 2017 E Ei -
‘5 © 404
N Engl J Med 2017; 377:829-838 DOI: g R 4.
an

10.1056/NEJM0a1704795

O

10+ Crizotinib

\ -

0 I 1 Ll | | L I | & L

I
Day 3 6 G 12 15 18 21 24 27 30
Month

No. at Risk
Alectinib 152 135 113 109 97 81 67 35 15 3
Crizotinib 151 132 104 84 65 46 35 16 5



B Subgroup Analysis

No. of Events/
Subgroup No. of Patients

Overall 164/303
Age
<65 yr 125/233
=65 yr 39/70
Sex
Female 91/171
Male 73/132
Race
Asian 72/138
Non-Asian 92/165

Smoking status
Active smoker 12/17
Nonsmoker 103/190
Former smoker  49/96
ECOG performance

status
0 44/97
1 105/186
2 15/20
CNS metastases
at baseline
Yes 78/122
No 86/181
Previous brain
radiation
Yes 26/47
No 138/256

Hazard Ratio for Disease
or Death (95% Cl)

TR ARIE

g . g

e
-

ession
0.48 (0.35-0.66)

0.48 (0.34-0.70)
0.45 (0.24-0.87)

0.39 (0.25-0.60)
0.61 (0.38-0.98)

0.46 (0.28-0.75)
0.49 (0.32-0.75)

1.16 (0.35-3.90)
0.44 (0.29-0.66)
0.42 (0.23-0.77)

0.40 (0.21-0.77)
0.48 (0.32-0.71)
0.74 (0.25-2.15)

0.40 (0.25-0.64)
0.51 (0.33-0.80)

0.33 (0.14-0.74)
0.52 (0.36-0.73)
1

. P A —

10.0

Alectinib Better

L

Crizotinib Better

ANEKTNHND XOPOLLIO MPOHMKAET
yepes reMmaTtoaHUedannyeckmnm
bapbep, 4TO aKkTyanbHO On4
nayuneHToOB C MeTacTasamu B

LIHC.
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DELIVERING DISCOVERIES: EXPANDING THE REACH OF PRECISION MEDICINE

Figure 1. Investigator-assessed PFS.

100 — Alectinib (N=152)
=== Crizotinib (N=151)
+
80 — Censored
<
o 60
]
= [ SR NSNS ..
» 1
[} 1
o 407 |
w 1 :
= ; : 34.8 months
- ; i (17.7-NE)
' 10.9 months :
(9.1-12.9) .
0 T T T T T ==l
Day 1 6 12 18 24 30 36
No. of patients at risk Time (months)
Alectinib 152 135 113 109 99 84 81 81 i 4 69 33 19 4
Crizotinib 151 132 104 83 64 47 42 35 31 24 10 8

Updated efficacy and safety data from the global phase Il ALEX study of alectinib
(ALC) vs crizotinib (CZ) in untreated advanced ALK+ NSCLC.

D. Ross Camidge, Solange Peters, Tony Mok, Shirish M. Gadgeel and al.
2018 ASCO Meeting Abstract #9043



ALTA-1L nepBble pe3ynbTaThbl

Stratified by BL brain mets (yes/no), prior CT for
locally advanced or metastatic disease (yes/no)

l Brigatinib 180 mg QD after

Patients with stage IlIB/IV ALK-positive 7-day lead-in at 90 mg
NSCLC, no previous ALK inhibitor, / EREY))

< 1 previous systemic tx for locally

d d tastatic NSCLC \ S
advance ‘ZLT‘;;‘;)"“ IC Crizotinib 250 mg BID
= (n = 138)

Until PD,* unacceptable toxicity,
or other reasons for d/c

*Crossover permitted to brigatinib arm on PD.

Camidge, D. R., Kim, H. R., Ahn, M.-J,, Yang, J. C-H., Han, J.-Y,, Lee, J.-S,, ... Popat, S. (2018). Brigatinib versus Crizotinib in ALK-Positive Non—Small-Cell Lung Cancer. New

England Journal of Medicine. doi:10.1056/nejmoal1810171



D Survival without Intracranial Disease Progression among Patients

A Progression-free Survival : ! g
with Brain Metastases at Baseline

Median AtlYr
(95% CI) (95% CI) Median At1Yr
mo % (95% Cl) (95% Cl)
Brigatinib NR 67 (56-75) mo %
Crizotinib 9.8 (9.0-12.9) 43 (32-53) Brigatinib NR (11-NR) 67 (47-80)
Crizotinib 5.6 (4.1-9.2) 21 (6-42)
100+
100
T; 90"‘ _ 90_
«
- 80 Brigatinib 2 80
@ ‘2 704 . au g w704 Brigatinib
v +
$.9 60+ 6o
& & $.2
c a 504 o & ‘é 50
.g S 404 Crizotinib .S % 40
£ 20 i ratio for di i death 82 30-
oo azard ratio for disease progression or death, . S 2 . o o
o 20 8 _| Hazard ratio for disease Crizotinib
& ol 0.49 (95% Cl, 0.33-0.74) g 20 progression or death,
P<0.001 b)’ Iog»rank test 10+ 0.27 (95% cl, 013_054)
0 T T T T T T 1 0 T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at Risk No. at Risk
Brigatinib 137 114 90 64 26 3 1 Brigatinib 43 39 32 22 9 5 1
Crizotinib 138 117 75 50 18 3 2 Crizotinib 47 37 16 9 2 0 0

Bpuratnunb nyywe KpnsotnHmba

Camidge, D. R., Kim, H. R., Ahn, M.-J,, Yang, J. C-H., Han, J.-Y,, Lee, J.-S., ... Popat, S. (2018). Brigatinib versus Crizotinib in ALK-Positive Non—Small-Cell Lung Cancer. New England Journal of
Medicine. doi:10.1056/nejmoal810171
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BRAF MyTauus "o
.g? 0.8
* [lo cpaBHEHWUIO C MenaHoOMOW, g, —
rae mytaumsa BRAF aBnseTcs -
Hanboree BCTpeYyaemon, npu -
HMPJ1 310 BCcero okono 2% o B b & @ o
CnyqaeB. . Time Since Surgery (months)
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« PacnpoctpaHeHHbin HMPJ1 ¢
MyTauuen BRAF V600 obnagaet
TMCTONIOrMYECKUMMU
XapaKkTepucTtmkamm arpeccmBHou
ONyXosin, a TakK Xxe
accouumpyetcda c xygLieu A O & B G
BbI)KMBAEMOCTbIO MaLMeHTOB Time Since Surgery (months)
(ecnu nauneHTam NpoBOaAUNA
CTa H'D'a pTH bl e pe>KM M bl Clinical features and outcome of patients with non-small-cell lung cancer harboring BRAF
XM M MOTe pa rl M M ) . mutations.Marchetti et allJ Clin Oncol. 2011 Sep 10;29(26):3574-9. doi:

10.1200/JC0.2011.35.9638
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[abpadeHnd + TpameTUHMO

B nccnenosaHume BKMHOYUIUCH
nauneHTsbl c IV ctagnen HMPJ1,
Hann4ynem myTtaumm BRAF V600E,
obLee cocTosiHUE Mo WwKane
ECOG 0-2, npeawiecTtsytoLlee

nporpeccupoBaHmne iyl
3aboneBaHusa nocne

MCMNOfb30BaHUSA CUCTEMHOU

XMMunoTepanum no nosoay

pacnpoCcTPaHEHHOIo U/nnu

meTacTtatmndyeckoro HMPJ1

Planchard, D., Smit, E. F., Groen, H. J. M., Mazieres, J., Besse, B., Helland, A., ... Johnson, B. E. (2017). Dabrafenib plus trametinib in patients with previously untreated BRAF
V600E -mutant metastatic non-small-cell lung cancer: an open-label, phase 2 trial. The Lancet Oncology, 18(10), 1307-1316. doi:10.1016/s1470-2045(17)30679-4

e PaHee nonyyaswue neyeHune (=1 AMHuu)
e labpadeHnd

* PaHee nonyyaswue neyeHme (=1 nnHum)
e labpadeHnd + TpameTUHU6

N=57
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byayuiee TapreTHou Tepanun

NSCLC by Histology

Others
Squamous Cell Carcinoma 20% Adenocarcinoma
ROS1
i HER2IMEK
Squamous cell Adenoca:cmoma BRAFIPIK3CA 1 50, 2%
carcinoma 50% MET 2% RET

1%

30% ﬁ%

Unknown
mutation

20%
PIK3CA

amplification
34%

Unknown
mutation
39%

PI3KCA
mutation
15%

FGFR1
19%

Slide credit: clinicaloptions.com

Chan BA, Hughes BG. Targeted therapy for non-small cell lung cancer: current standards and the promise of the future. Transl Lung Cancer Res. 2015 Feb;4(1):36-54. doi:
10.3978/j.issn.2218-6751.2014.05.01.



CkKopo...

* Ado-Trastuzumab Emtansine
e Tepotinib (MET amplification)
* Entrectinib (ROS1+)

e Lorlatinib (ALK +)
* LOXO-292 (RET+)

Li BT, Shen R et al. Ado-Trastuzumab Emtansine for Patients With HER2-Mutant Lung Cancers: Results From a Phase Il Basket Trial. J Clin Oncol. 2018 Aug
20;36(24):2532-2537. doi: 10.1200/JC0.2018.77.9777. Epub 2018 Jul 10.

Hotta K, Aoe K et al. A Phase Il Study of Trastuzumab Emtansine in HER2-Positive Non-Small Cell Lung Cancer. J Thorac Oncol. 2018 Feb;13(2):273-279. doi:
10.1016/j.jth0.2017.10.032. Epub 2017 Dec 5.

Drilon, A., Rekhtman, N., Arcila, M., Wang, L., Ni, A., Albano, M., ... Kris, M. G. (2016). Cabozantinib in patients with advanced RET -rearranged non-small-cell lung
cancer: an open-label, single-centre, phase 2, single-arm trial. The Lancet Oncology, 17(12), 1653-1660. d0i:10.1016/s1470-2045(16)30562-9

Paik, P. K., Drilon, A., Fan, P-D., Yu, H., Rekhtman, N., Ginsberg, M. S., ... Ladanyi, M. (2015). Response to MET Inhibitors in Patients with Stage IV Lung
Adenocarcinomas Harboring MET Mutations Causing Exon 14 Skipping. Cancer Discovery, 5(8), 842—849. d0i:10.1158/2159-8290.cd-14-1467

Felip E et al. Phase Il Data for the MET Inhibitor Tepotinib in Patients with Advanced NSCLC and MET Exon 14-Skipping Mutations J Thorac Oncol 2018;13(suppl):Abstr
0OA12.01

Doebele RC, et al. WCLC 2018. Abstract OA02.01.
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" ORR: 68% (95% CI: 51% to 83%)
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Oxnard GR, et al. WCLC 2018. Abstract OA12.07.
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LOXO-292

Subbiah V, Velcheti V, Tuch BB, et
al. Selective RET kinase inhibition
for patients with RET-altered

cancers. Ann Oncol.
2018;29(8):1869-1876.

Baseline 2 Mo. 5 Mo.

| TargetLesions
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EGFR +, PD-L1 >50%




A Phase |l Study of Pembrolizumab in
EGFR-Mutant, PD-L1+, Tyrosine Kinase Inhibitor
Naive Patients With Advanced NSCLC

A. Lisberg, MD, A. Cummings, MD, J. W. Goldman, MD, K. Bornazyan, BS,

N. Reese, MD, T. Wang, MD, P. Coluzzi, MD, B. Ledezma, MSN NP,

M. Mendenhall, MSN NP, J. Hunt, BS, B. Wolf, BS, B. Jones, BS, J. Madrigal, BS,
J. Horton, BS, M. Spiegel, BS, J. Carroll, BS, J. Gukasyan, BS, T. Williams, BS,
L. Sauer, BS, C. Wells, BS, A. Hardy, BS, P. Linares, BS, C. Lim, BS, L. Ma, BS,
C. Adame, BS, Edward B. Garon, MD, MS*

David Geffen School of Medicine at the University of California Los Angeles, Los Angeles, California INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER
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 [TauneHTbl ¢ EGFR +, PD-L1 >50% 6€e3 npeaLecTBYOLWENO
nevyeHusa nony4yanu Pembrolizumab

* /lccnegoBaHue NpekpaTmunoch U3-3a OTCYTCTBUSA
9PPEKTUBHOCTU NMocre nevyeHna 11 u3 25 nnaHnpyembix
nayMeHToB

* Tonbko y 1 nauueHTa ObInN 00bLEKTUBHBLIWM OTBET — OLLNOKa (EGFR -)

* Pembrolizumab He aBnaeTca noaxogAalmm TepaneBTUYEeCKUM
BbIOOPOM B 3TOW CUTYyaLUK




Petpocnektns HO

PD-L1 >50% PD-L149% -1% PD-L1 <1% p-value
ORR (TKI 1%t line) 35.7% 63.2% 67.3% 0.002
Median PFS 3.8 m 6.0m 9.5 m <0.001

Su, S., Dong, Z.-Y., Xie, Z., Yan, L.-X., Li, Y.-F,, Su, J., ... Wu, Y.-L. (2018). Strong PD-L1 expression predicts poor response and de novo resistance to EGFR TKIs among non-small
cell lung cancer patients with EGFR mutation. Journal of Thoracic Oncology. doi:10.1016/j.jtho.2018.07.016



Addition of Bevacizumab to Atezolizumab and Chemotherapy Prolongs
Survival of EGFR/ALK+ Patients?

. T, T L O N S ey T [
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30

Arm B vs Arm C ArmAvs ArmC
1001 1001
—t— Atezo+Bev+CP —t— Atezo+CP

90- - 201 —— Bev+CP
s, B0 = 807
X R
< 70- < 70-
S S
g 60 HRe¢, 0.54 S 801 HRe¢, 0.82
a | (95% ClI: 0.29, 1.03) a % k) (95% CI: 0.49, 1.37)
T | T i
g 307 S 30- §
O 2 § O 2 ’

5

0- 17.5mo NE ol (

Time (months) W
No. at Risk
Atezo+Bev+CP 41 39 37 37 3532302015 11 9 5 4 2
Bev+CP 63 61 57 49 46 39 37 28 24 17 12 11 7 2

 Patients with a sensitizing EGFR mutation or ALK translocation must have disease progression or intolerance ot
® One patient had EGFR exon 19 deletion and also tested ALK positive per central lab. ¢ Unstratified HR.
Data cutoff: January 22, 2018

proved targeted therapies.

mesenreoar:. 2018 ASCQ  #Asco18 sesenteo oy Dr. Mark A. Socinski https://bit.ly/2Ld0jng
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AOQbLIOBaHTHaA U HeoaabLIOBaAHTHaNA
Tepanus

UccnepnoBaHue NMpenapart

Neo CTONG 1103 Erlotinib
Adj RADIANT Erlotinib
Adj ADJUVANT/CTONG 1104 Gefitinib
Adj SELECT Erlotinib

W-Z Zhong, et al. CTONG 1103: Erlotinib versus gemcitabine plus cisplatin as neo-adjuvant treatment for stage IlIA-N2 EGFR-mutation non-small cell lung cancer (EMERGING):
A randomised study. (LBA48_PR) Annals of Oncology, Volume 29, Issue suppl_8, 1 October 2018, mdy424.058, https://doi.org/10.1093/annonc/mdy424.058

Kelly, K., Altorki, N. K., Eberhardt, W. E. E., O’Brien, M. E. R., Spigel, D. R., Crino, L., ... Shepherd, F. A. (2015). Adjuvant Erlotinib Versus Placebo in Patients With Stage IB-IIIA
Non—-Small-Cell Lung Cancer (RADIANT): A Randomized, Double-Blind, Phase Il Trial. Journal of Clinical Oncology, 33(34), 4007—-4014. d0i:10.1200/jco0.2015.61.8918

Zhong, W--Z., Wang, Q., Mao, W.-M., Xu, S.-T., Wu, L., Shen, Y., ... Xu, L. (2018). Gefitinib versus vinorelbine plus cisplatin as adjuvant treatment for stage II-IlIA (N1-N2) EGFR
-mutant NSCLC (ADJUVANT/CTONG1104): a randomised, open-label, phase 3 study. The Lancet Oncology, 19(1), 139-148. d0i:10.1016/s1470-2045(17)30729-5

Pennell NA et al. SELECT: A Phase Il Trial of Adjuvant Erlotinib in Patients With Resected Epidermal Growth Factor Receptor-Mutant Non-Small-Cell Lung Cancer. J Clin Oncol.
2018 Nov 16:JC01800131. doi: 10.1200/JC0.18.00131. [Epub ahead of print]
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PROMISE

EGFR ROSY RET Drive, Drive,
/ BRN: HERZ Alk N €gat; ve 7I.V €ga tive
\IGOOE -~ Tmp high Mg loy,

Blumenthal, G. M., Bunn, P. A, Chaft, J. E.,
McCoach, C. E., Perez, E. A., Scagliotti, G. V.,
... Kris, M. G. (2018). Current Status and
Future Perspectives on Neoadjuvant

Therapy in Lung Cancer. Journal of Thoracic EGFR- ALK- ROS1- MET- BRAF- RET- T-cell hT’:""i
Oncology. doi:10 1016/j jtho.2018.09.017 Targeted Targeted Targeted Targeted Targeted Targeted checkpoint ‘; :cbpont
) e ) ) T Therapy Therapy Therapy Therapy Therapy Therapy inhibitor o
Chemotherapy
| CT and PET/CT Scans, Repeat ctDNA
Major and Complete pathologic response rates .
. o .

Correlates in persister cells o) &
Adjuvant therapy -investigator’s choice followed by =__
personalized strategies per future research studies




BbiBOAObL

» PaszgeneHne naumMeHToB Ha rpynnbl, B
OCHOBE KOTOPOro fiexxaT MONeKynsipHO-
reHeTn4YecKkne TecTbl, NO3BONSAET
nobuBaTbCs ropasno nyylnx pesynsraTos
B NleYyeHuun

* BbinonHeHue TecToB Ha EGFR, ALK, ROS1,
BRAF OOMKHO NPOBOAUTLCA BCEM NauUMeHTa
C He nnockoknetodHbiMm HMPIJ1, a B
HEKOTOPLIX Cry4Yaax U C NNOCKOKNETOYHbLIM

« TecT Ha ypoBeHb aKkcnpeccun PD-L1 AOMKHO
NPOBOAWTLCS BCEM NaLMEeHTaMm C

Hepe3eKkTabenbHbIM N MeTacTaTU4eCKNM
HMPIJ]

B OyayLiem: Nnonck HOBbIX MPEeAUKTOPOB
OTBEeTa, OCODEHHO ANs NIOCKOKNETOYHOro
HMPJ1 nomoXXeT 4oCcTnUYb NONMHOU
nHameuayanusauum neyveHunsd
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