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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
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Lobectomy Pneumonectomy Wedge Resection of the Lung

Cancer
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Cumulative Survival (%)

No. at risk
Lob
Sublob

Choice of Surgical Procedure for Patients With NSCLC
= 1 cm or > 1 to 2 cm Among Lobectomy, Segmentectomy,

and Wedge Resection: A Population-Based Study

Chenyang Dai, Jianfei Shen, Yijiu Ren, Shengyi Zhong, Hui Zheng, Jiaxi He, Dong Xie, Ke Fei, Wenhua Liang,
Gening Jiang, Ping Yang, Rene Horsleben Petersen, Calvin S.H. Ng, Chia-Chuan Liu, Gaetano Rocco,
Alessandro Brunelli, Yaxing Shen, Chang Chen, and Jianxing He

Overall Survival Lung Cancer-Specific Survival
NSCLC <2 cm NSCLC <2cm
00 . 100 ..
§ \
80 A - 80 - -
ke
>
60 S 60 -
(75
S
40 - = 40 A
9
Lob ) Lob
20 - Sublob E 201 Sublob
HR, 1.71; 95% CI, 1.59 to 1.83; P <.001 © HR, 1.66; 95% Cl, 1.51 to 1.83; P<.001
L T |l L 1 Ll I I I L
0 24 48 72 96 120 0 24 48 72 96 120
Time (months) Time (months)
No. at risk
11,520 8,360 5,625 3,546 2,083 1,122 Lob 11,520 8,360 5,625 3,546 2,083 1,122
4,240 2,752 1,635 895 479 212 Sublob 4,240 2,752 1,635 895 479 212



Segmentectomy vs. Lobectomy

MeTaaHanuns: cerMeHT3IKTOMMUS Vs
J1063KTOIXII/IFI

Study %
ID HR (95% CI) Weight
Zhang 2013 —IO— 1.08 (0.43,2.73) 2.30
Yendamuri 2013 98-04 - 1.40 (1.09, 1.81) 30.54
Yendamuri 2013 05-08 — 1.27 (0.74,2.18) 6.73
Tsutani 2013 —_— 0.49 (0.17,1.38)  1.79
Zhong 2012 —0—-‘:— 0.56 (0.19, 1.58) 1.75
Yamashita 2012 o 1.33(0.38,4.65) 1.25
Soukiasian 2012 —*—-{ 0.57 (0.26, 1.23) 3.25
Sugi 2010 —t 1.69 (0.62,4.59) 1.96
Shapiro 2009 — 0.78 (0.36, 1.68) 3.31
Sienel 2007 :'—-0-— 2.60(1.26,5.40) 3.71
Okumura 2007 0-2 ¢cm —_ 0.89(0.52,1.51) 6.91
Okumura 2007 2-3 cm - 1.60 (0.99,2.59) 8.49
Okada 2006 —t— 1.37(0.61,3.04) 3.04
Watanabe 2005 —_— 0.52(0.13,2.00) 1.05
Martin—Ucar 2005 —*—-:' 0.41(0.13,1.34) 1.44
Campione 2004 —— 1.29 (0.71,2.12) 6.56
Keenan 2004 —_—— 1.05(0.61, 1.80) 6.71
Warren 1994 -‘:-h- 1.65(1.04,2.62) 9.20
Overall (I-squared = 32.6%, p = 0.090) 0 1.23(1.07, 1.42) 100.00
T T ' T T
.01 1 1 10 100

Zhang, Y., Sun, Y., Wang, R., Ye, T., Zhang, Y., & Chen, H. (2014). Meta-analysis of lobectomy, segmentectomy, and wedge resection for stage | non-small cell
lung cancer. Journal of Surgical Oncology, 111(3), 334-340. doi:10.1002/js0.23800



CyobconupHble y3ernkKu

Pulmonary nodule

| '//N)

Solid ( Sub-solid nodule (SSN)

~ L

Part-solid nodule
(PSN)

Pure ground glass

nodule (pGGN)

3 U
A

A. GGO-dominant tumor

Sakurai H, Asamura H. Sublobar resection for early-stage lung cancer. Transl Lung Cancer Res 2014;3(3):164-172. doi: 10.3978/j.issn.2218-6751.2014.06.11

Hattori, A., Matsunaga, T., Takamochi, K., Oh, S., & Suzuki, K. (2016). Neither Maximum Tumor Size nor Solid Component Size Is Prognostic in Part-Solid Lung Cancer: Impact
of Tumor Size Should Be Applied Exclusively to Solid Lung Cancer. The Annals of Thoracic Surgery, 102(2), 407-415. doi:10.1016/j.athoracsur.2016.02.074



Proportion of OS

>

AnoHcKuM nogxon

Radiological C/1: vatlo
5yr-OS noninvasive cancer 0 0.25 0.5 1.0
1.0 = ‘ 1 k = ll961.7lu°/‘.', : 1(r‘=1 21) 0
io: | e e JCOG0802
08 | 88.;:}:#%‘—-‘—-‘—- Phase Il Lobectomy vs.
07 | Radiological o segmentectomy
08 | invasive cancer & 20cm
ol (n=424) = JCOG1211
wisd | o Phase || Segmentectomy
03 | g
02 | F 3.0cm
01 | p<0.001 Standard procedure
0.0 : : : . . : : : - Lobectomy
0 1 2 3 4 5 6 7 8 9

Years after enroliment

Asamura, H., Hishida, T., Suzuki, K., Koike, T., Nakamura, K., Kusumoto, M., ... Fukuda, H. (2013). Radiographically determined noninvasive adenocarcinoma of the lung: Survival outcomes of Japan Clinical
Oncology Group 0201. The Journal of Thoracic and Cardiovascular Surgery, 146(1), 24-30. doi:10.1016/j.jtcvs.2012.12.047

Aokage, K., Yoshida, J., Hishida, T., Tsuboi, M., Saji, H., Okada, M., ... Asamura, H. (2016). Limited resection for early-stage non-small cell lung cancer as function-preserving radical surgery: a review.
Japanese Journal of Clinical Oncology, 47(1), 7-11. d0i:10.1093/jjco/hyw148
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JAMA Oncology

Stereotactic Body Radiation Therapy for Operable

Early-Stage Lung Cancer

Findings From the NRG Oncology RTOG 0618 Trial

Robert D. Timmerman, MD; Rebecca Paulus, BS; Harvey I. Pass, MD; Elizabeth M. Gore, MD; Martin J. Edelman, MD; James Galvin, DSc;

William L. Straube, MS; Lucien A. Nedzi, MD; Ronald C. McGarry, MD, PhD; Cliff G. Robin
Billy W. Loo Jr, MD; Jeffrey D. Bradley, MD; Hak Choy, MD

Figure 1. CONSORT Diagram

MD; Peter B. Schiff, MD; Garrick Chang, MD;

Figure 2. Overall Survival (OS) a

33 Enrolled

A4

33 Assigned to receive SBRT
31 Received intervention
2 Did not receive intervention
1 Declined to participate

1 Required SBRT dose constraints
could not be met

l

31 Assessed for analyzability
26 Analyzed
5 Excluded from analysis

3 Complete blood cell count not done
within required time frame

1 CT/PET evaluated outside required
time frame

1 Tumor within the zone of
the proximal bronchial tree

~Free Survival (DFS)

1.0
5 o8- LLL;
a2
2 0.6
a
[
~
& 0.4
S
2 —05
‘5:‘1 0.2- —— DFS
+  Censored
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Time Since Start of SBRT, mo
No. atrisk
0S 26 26 26 23 22 22 19 16 13
DFS 26 26 24 20 19 19 16 15 13
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Clinical stage | lung cancer

N
[ Reduced lung function? ]

(FEV, < 65%)

|
- -
Lobectomy with confidence [ \J'/

Evidence of emphysema? }

(based on TLC, RV, FEV /FVC, CT

I_I a Lu/l e HTbI C w/hyperexpansion, etc.)
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-
Nnero4yHou oyHKUMnen “

-

- V 3
BCJ‘I e .El CT B I/I e [ Consider restricgv/e pathology with ] Moderately impaired lung function?

Severely impaired lung function?
higher associated risks (ILD, IPF) (FEV, 30-65%)

3Mq3|/|3e|v|b| — : . ) (FEV, < 30%)

N h
Consider anatomy of emphysema,

' f mass, LVRS candid Consider "?Sné%r%igzl) modalities
ocation of mass, candidacy '
KaHaOnaaTbl Ana SBRT T
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Calculate COPD index

Resection of mass
Predict postop FEV,

with concomitant
LVRS

Consider sublobar resection
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Bernstein, M. B., Krishnan, S., Hodge,
J. W, & Chang, J. Y. (2016).
Immunotherapy and stereotactic
ablative radiotherapy (ISABR): a
curative approach? Nature Reviews
Clinical Oncology, 13(8), 516-524.
d0i:10.1038/nrclinonc.2016.30

* Vaccine

* Anti-OX40
* Anti-4-1BB
* Anti-GITR
* Exogenous cytokines
e L-2
. |L-7
o |L-12

Systemic/local immune enhancement

* Checkpoint inhibitors
* Anti-CTLA-4 .
* Anti-PD-1 .

* Co-stimulatory agonists

* Anti-CD27

* Anti-CD40

*|L-15
e JL-21
* GM-CSF

Anti-PD-L1
Anti-TIM3

l

Primary tumour

Immune
induction

* Cell death
* Necrosis

* Apoptotic bodies
* Debris

* Danger signals

* DAMPs

* TAAs

* Cytokines

Damage of tumour-

% supporting stroma
=2

G e

Vascular
normalization

a ]

Aol
Immunogenic =
modulation

Phenotype changes

T MH(C

3 \

\

\

Distant tumour
Qﬁ
TAA-specific
| ( l'“\

0
mE

Immunotherapy

T TAA
T T-cell killing

Dendritic cell

cross-presentation
of TAAs

Lymph node

__

Polyclonal
antigen-specific
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Consolidation Pembrolizumab Following CCRT
for Unresectable Stage Ill NSCLC: LUN 14-179

ﬁoncurrent Chemoradiati(h [ Repeat imaging (CT or PET) ]
Cis/Etop l 28-56 days later

Cart?oR/Pac \/ \

OR PD SD or Response
Cis/Pemetrexed l

-
\_ 59.466.6Gy /
e _ — [ Not Eligible] Pembrolizumab 200mg
ubjects can receive up to 2 cycles
of consolidation chemotherapy at IV every 3 weeks for up

the discretion of treating physician @« to 12 months =

l Patient Enrolled

(5 )

2018 ASCQO  #Ascois
g e b s Slides are the property of the cuthor,
ANNUAL MEETING permission required for reuse



Time to Metastatic Disease or Death

. 1
Median (95% CI) in months: 22.4 (17.9, NR)
M2-Mo (95% CI) %: 74.7 (63.8, 82.8)
18-Mo (95% CIl) %: 60.0 (47.4, 70.5)
24-Mo (95% ClI) %: 49.9 (34.8, 63.2)
| | | | i | | I |
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Months

No. at Risk 42 25
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ORIGINAL ARTICLE

Overall Survival with Durvalumab after Chemoradiotherapy in Stage III NSCLC

Scott J. Antonia, M.D., Ph.D., Augusto Villegas, M.D., Davey Daniel, M.D., David Vicente, M.D., Shuji Murakami, M.D., Rina Hui, Ph.D., Takayasu Kurata, M.D.,
Ph.D., Alberto Chiappori, M.D., Ki H. Lee, M.D., Ph.D., Maike de Wit, M.D., Ph.D., Byoung C. Cho, M.D., Ph.D., Maryam Bourhaba, M.D., et al., for the PACIFIC

Investigators™

Median
No. of Events/ Time to Death
Total No. or Distant Metastasis
of Patients (95% Cl)
mo
Durvalumab 182/476 28.3 (24.0-34.9)
0 Placebo 126/237 16.2 (12.5-21.1) m
3 0.9 " : Stratified hazard ratio, 0.53 (95% Cl, 0.41-0.68) & ®
i g TR
S 0.8 !
[
= e
 —
S
L 0.6+
(@)
S  0.51
'F& Durvalumab
Q A4
e 0.4
o
= 0.34
S 0.21 u Placebo
S
£ 0.1
OO I I I I I I I I I I I I I |
01 3 6 9 12 15 18 21 24 27 30 33 36 39

Months since Randomization
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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.
YOO % MeauaHa MepauaHa S
BbI1 (mec.) OB (mec.) gjéa(;glratim 0.66
£ 80
= BPC group
I_IaKn nTakcersl + g (317;:::::,;;;\
3 60—
KapbonnatuH 15 4.5 10.3 S \
5 401
[MaknuTakcen + g" 0] B Eou
KapbonnatnH + 35 6.2 12.3 433 patients)
Besauusymab g ; 1’ 1s % 1
Month

1 New Engl J Med 2006; 355:2542-2550
DOI: 10.1056/NEJM0a061884
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Non-Small Cell Lung Cancer
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CLINICAL PRESENTATION

« Establish histologic
subtype? with
adequate tissue for
molecular testing

Advanced (consider rebiopsy99
or _» | ifappropriate)
metastatic » Smoking cessation
Disease counseling
* Integrate palliative
care® (See NCCN_
Guidelines for

Palliative Care)

HISTOLOGIC
SUBTYPE?

* Adenocarcinoma

* Large cell

* NSCLC not
otherwise
specified (NOS)

Squamous cell
carcinoma

» Molecular testing
» EGFR mutation testing
(category 1)
» ALK testing (category 1)
» ROS1 testing
» BRAF testing
» Testing should be
conducted as part of br
molecular profiling'
D-L1 testing (categop¥ 1)

ecular testing
Consider EGFR mutatiQn
and ALK testingll 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
nducted as part

* PD-L1 testlng (category 1)

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)




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'?

A — Erlotinib (n=110)
— GP (n=107)
HR, 0.34 (95% CI, 0.22-0.51)

Mpynnbl YOO MepmaH MeguaH Hefs.

1.0

_g’ G Log-rank test P<.0001 a BbIl aOB (3-4)
z (mec.) (mec.)
8 06-
s A A OpnoTnuHMG  62.7 11.0 26.3 2.7 %
2 ., femuutabu 33.6 5.5 25.5 10.6%
= : H+

O > 4 & 8 10 12 14 LncnniaTuH

Time (months)
Number at risk

Erlotinib 110 89 74 42 38 21 5 0
GP 107 75 585 25 22 7 1 0



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 TMPO3UHKNHA3bI
1 1 2 NOKOMEHUA HE MOTyT
B3anMOOEeNCTBOBATb

* Pa3paboTtaH HOBbIU nNpenapar
— Osimertinib

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



* PaHOoommnanpoBaHHOEe ABOUHOE
crenoe nccrnegosaHue 3 gasbl
FLAURA (Osimertinib B 1-1
NMTMHNN)

* 556 NauMeHTOB

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

* MecTHOpacnpocTpaHEHHbLIN U
meTtactatunyeckmnn HMPIJ1

 PaHopomunsauma 1:1

* nepBVI‘-IHaFI KOHE4YHaA TO4YKa -
PFS

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*




[loTpAacarwwme pe3ynbraThl!

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

0.4
0.2-
Standard EGFR-TKI
OO | | | | | | | | |
0 3 6 9 12 15 18 21 24 27

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
=5 0.0 T T T T T T T T 1

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



CnoXxHbin BbIOOP

* 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.

eresenten ar: 2018 ASCO S‘ s s presenten By:  Tony S. Mok, MD
permis: d for reuse.
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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
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~ ™ Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.34-0.65)

NSC LC ALK + P<0.001 by log-rank test

100-
90
$  80-
Alectinib versus Crizotinib in Untreated £ 7 70 \_\_\\_“ |
ALK-Positive Non—Small-Cell Lung Cancer E § 60 —— A.lecfmb
Peters, M.D., et al. August 31, 2017 E g i
‘5 © 404
N Engl J Med 2017; 377:829-838 DOI: SR .,
10.1056/NEJMo0a1704795 - ‘—\L._l
Q.

Crizotinib

1 | | | I I 1 1

9 E2 2A3 A8 2% 28 22 N

P\’ No. at Risk
Alectinib 152 135 113 109 97 81 67 35 15 3

Crizotinib 151 132 104 84 65 46 35 16 5
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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



Study Design of NEJOO9

Induction Phase Maintenance Phase

Gefitinib (daily) Gefitinib (daily)
Carboplatin + Pemetrexed
Yol Pemetrexed (q21d)

(4-6 cycles, q21d) Repeat until PD

N —
Continue until PD B

Stratified by sex, stage, *Recommended
type of EGFR mutation, and smoking history by the protocol

Non-squamous NSCLC
Previously untreated

stage llIB, IV, recurrence

20-75 years old
PS 0-1
Positive EGFR mutation

OmMN=XQ0OZ>»2

b
[y

* From Oct. 2011 to Sep. 2014, 345 patients were enrolled from 47
institutions across Japan. In Oct.2017, a number of pre-planned events for
primary endpoint analysis were observed.
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Endpoints

» Initial protocol setting in Oct. 2011
Primary endpoint: OS
Secondary endpoints: PFS, PFS2*, ORR, Safety, QOL

» Protocol amendment in Feb. 2016 before the interim analysis
Multiple primary endpoints: PFS, PFS2*, and OS
Secondary endpoints: ORR, Safety, QOL

*PFS2 in this study indicates a comparison of PD2 in the reference arm and
PD1 in the experimental arm.

Gefitinib+CBDCA+PEM <
PFS1 PFS2
Gefitinib % (recommended) CBDCA+PEM %

%

PFS1 (=PFS2)

ED AT: 2018 ASCO ;,:':"{_‘C[:} ': u PRESENTED BY: Atsushi Nakamura http://clicktoeditURL.com
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PFS1 (=PFS2)’
Gefitinib+CBDCA+PEM _%P

Progression-Free Survival 1 e == mrmmmermmmrmm =g

Response Rate (%)

Gefitinib combo

3.5 4.7
64.0 79.3
25.0 13.6
4.7 1.2
67.4 84.0

Gefitinib  Gefitinib+CBDCA+PEM

Median 11.2m 20.9 m

(95%Cl) 9.0-13.4 18.0-24.0

HR 0.494

(95%Cl) 0.391-0.625
p<0.001

)
SN
N
©
=
=
)
0
O
| -
T
=
L2
v
7))
0
—
o
O
—
ol

No. at Risk
Gefitinib 172
Gefitinib+CBDCA+PEM 169
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Overall Survival

o

©

2

g Gefitinib Gefitinib+CBDCA+PEM

2 Median 38.8m 52.2m

© (95%Cl) 31.1-50.8 44.0-NA

g HR 0.695

O (95%Cl) 0.520-0.927

p=0.013
24
No. at Risk Months

Gefitinib 172 153 115 86
Gefitinib+CBDCA+PEM 170 162 131 105
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The Nobel Prize in Physiology or Medicine 2018

for their discovery of cancer therapy by inhibition of negative immune regulation
James P. Allison Tasuku Honjo
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I'he NEW ENGLAND JOURNAL of MEDICINE

* Okono 30 % nauneHToB C R |
pacnpocTpaHeHHbIM HMPJ1 nmetot 1N peooar T
BbICOKWIA YPOBEHb PD-L1, KOTOpasi z
onpeaeneHa kak MmembpaHHas el
akcrnpeccusi PD-L1 He meHee 50%, -
HEe3aBMCMMO OT UHTEHCMBHOCTY £ i
OoKpalumBaHuA. § - Ly

» [laHHble KEYNOTE-001 1 KEYNOTE-010 N
yKasanu, 4To naumeHTbl C 4 ==
npoasuHyTeiM HMPJ1 1 nokazartenem - B 0 M9th S
PD-L1 50% nnu 6onbLle umMeroT bonbLue voaumsk o
LLIAHCOB MOMNYy4nTb OTBET Ha Chemotherspy 151 %9 70 18 5 1 0

Pembrolizumab
Herbst RS, Baas P, Kim DW, et al. Pembrolizumab versus docetaxel for previously treated, PD-L1-positive, advanced nonsmall-cell lung cancer (KEYNOTE-010): a randomised controlled trial. Lancet
2016;387:1540-50.
Garon EB, Rizvi NA, Hui R, et al. Pembrolizumab for the treatment of non—small-cell lung N EnglJ Med 2015;372:2018-28
Pembrolizumab versus Chemotherapy for PD-L1-Positive Non—Small-Cell Lung Cancer Martin Reck, M.D., Ph.D., et al., KEYNOTE-024 N Engl J Med 2016;375:1823-33.

DOI: 10.1056/NEJM0al606774



National
Comprehensive
INOOWNR Cancer

Network®

 Hennockokneto4yHbin HMPIJI

Initial Systemic Therapy Options
Adenocarcinoma, Large Cell, NSCLC NOS (PS 0-1)

No contraindications to the addition of pembrolizumab or atezolizumab®
* Pembrolizumab/carboplatin/pemetrexed (category J “Y (preferred)

* Pembrolizumab/cisplatin/pemetrexed (category 1) (preferred

« Atezolizumab/carboplatin/paclitaxel/bevacizumab (category 1)%d.e.f.9
ontraindications to the addition of pembrolizumab or atezolizumab
« Bevacizumab/carboplatin/paclitaxel (cat fgory 1)4etg

. Bevacizumab/carboplatlnlpemetrexed 48

« Bevacizumabl/cisplatin/pemetrexed® .9

« Carboplatin/albumin-bound paclltaxel (category 1)7

« Carboplatin/docetaxel (category 1)8

« Carboplatin/etoposide (category 1)%10

 Carboplatin/gemcitabine (category 1)

« Carboplatin/paclitaxel (category 1)'2

« Carboplatin/pemetrexed (category 1)13

« Cisplatin/docetaxel (category 1)

« Cisplatin/etoposide (category 1)'4

« Cisplatin/gemcitabine (category 1)1 15

« Cisplatin/paclitaxel (category 1)'®

« Cisplatin/pemetrexed (category 1)

* Gemcitabine/docetaxel (category 1)

« Gemcitabine/vinorelbine (category 1)1®

CmeHa napagurmbli

e [ITnockokneTouHbin HMPIJI

Initial Systemic Therapy Options

Squamous Cell Carcinoma (PS 0-1)

No contraindications to the addition of pembrolizumab®

« Pembrolizumab/carboplatin/paclitaxel®*'-? (category 1) (preferred)

« Pembrolizumab/carboplatin/albumin-bound paclitaxel*'d (category 1)
(preferred)

« Pembrolizumab/cisplatin/paclitaxel

« Pembrolizumab/cisplatin/albumin-bound paclitaxel?
ontraindications to the addition of pembrolizumab*

« Carboplatin/albumin-bound paclitaxel (category 1)7

« Carboplatin/docetaxel (category 1)8

« Carboplatin/gemcitabine (category 1)

« Carboplatin/paclitaxel (category 1)

« Cisplatin/docetaxel (category 1)

« Cisplatin/etoposide (category 1)14

* Cisplatin/gemcitabine (category 1)

« Cisplatin/paclitaxel (category 1)

« Gemcitabine/docetaxel (category 1)17

« Gemcitabine/vinorelbine (category 1)'8

2,15



KEYNOTE 189: Pembrolizumab plus Chemo

A Overall Survival

90
80
70
60
50}
40

30

Patients Who Survived (%)

204

100
\ _

Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64)
P<0.001

l‘h{‘"u“{ Pembrolizumab combination

hJi.!l.l‘JLlLl. LAARL LI

u‘Ll‘...u T -

Placebo combination

No. at Risk
Pembrolizumab combination 410
Placebo combination 206

T

-

T

3 6 9 12
Months

377 347 278 163

183 149 104 59

15 18 21
71 18 0
25 8 0

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
ECOG performance-status score
0
1
Smoking status
Current or former
Never
Brain metastases at baseline
Yes
No
PD-L1 tumor proportion score
<1%
=1%
1-49%
=50%
Platinum-based drug
Carboplatin
Cisplatin

B Subgroup Analysis of Overall Survival

No. of Events/

No. of Patients

235/616

133/312
102/304

143/363
92/253

74/266
159/346

211/543
2473

51/108
184/508

84/190
135/388
65/186
70/202

176/445
59/171

Hazard Ratio for Death (95% Cl)

— .

0.49 (0.38-0.64)

0.43 (0.31-0.61)
0.64 (0.43-0.95)

0.70 (0.50-0.99)
0.29 (0.19-0.44)

0.44 (0.28-0.71)
0.53 (0.39-0.73)

0.54 (0.41-0.71)
0.23 (0.10-0.54)

0.36 (0.20-0.62)
0.53 (0.39-0.71)

0.59 (0.38-0.92)
0.47 (0.34-0.66)
0.55 (0.34-0.90)
0.42 (0.26-0.68)

0.52 (0.39-0.71)
0.41 (0.24-0.69)

0.1

1.0

Pembrolizumab Combination
Better

Placebo Combination
Better

Gandhi, L., Rodriguez-Abreu, D., Gadgeel, S., Esteban, E., Felip, E., De Angelis, F., ... Garassino, M. C. (2018). Pembrolizumab plus Chemotherapy in Metastatic Non—Small-Cell Lung Cancer.
New England Journal of Medicine, 378(22), 2078-2092. doi:10.1056/nejmoa1801005



A Tumor Proportion Score of <1%

100
9%
X g0

B Tumor Proportion Score of 1 to 49%

100

C Tumor Probortion Score of 250%

Pembrolizumab combination

No. at Risk

Pembrolizuma
Placebo combi

AR - .

w1+ Placebo combination

Patients Who Survived (%)
S
1

30
T —
. 20
No. at R.'s" 10- Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)
Pembrolizumab
Placebo combin: 0 . . i . " . '
| — 0 3 6 9 12 15 18 21
Months
No. at Risk
Pembrolizumab combination 132 122 114 96 56 25 6 0

Placebo combination 70 64 50 35 19 13 4 0




IMpower150 Study Design

Maintenance therapy
(no crossover permitted)

Any PD-L1 IHC status

\ N =1202 j

CArboplatin¢ + Paclitaxey¢

+ Bevacizumab®

+

e

f \ ArmA ( \
Stage IV or flszolnE s Aterolizurabb Treated with
recurrent metastatic Carboplatin® + Paclitaxel atezolizumab
nonsquamous NSCLC 4 or 6 cycles until PD per
Chemotherapy-naive? RECIST v1.1
Tumor tissue available for or loss of
biomarker testing Atezolizumab® + Atezolizumab® clinical benefit

Stratification factors: + Bevacizumab® Bevacizumab® AND/OR
e Sex 4 or 6 cycles _
« PD-L1 IHC expression Treated with
 Liver metastases Arm C (control) beva.lc:lzumab
Arboplatin¢ + Paclitaxefd ; until PD per
Bevacizumab® RECIST v1.1

#

# Patients with a sensitizing EGFR mutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted therapies.

o
T
3
L)
[
Y
™
=
=
= |
(7))

® Atezolizumab: 1200 mg IV q3w. ¢ Carboplatin: AUC 6 IV gq3w. ¢ Paclitaxel: 200 mg/m? IV q3w. ® Bevacizumab: 15 mg/kg IV q3w.
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OS in the ITT-WT (Arm B vs Arm C)

Arm B: ArmC:
100 4 Landmark OS, % | atezo + bev + CP bev + CP

s A 12-month 67% 61%
X 80+
- 18-month 53% 41%

© 70 4
2 24-month 43% 34%

> 60 -

—_

3 50 -f-----
% 3 § ! (95% CI: 0.64, 0.96)
= 30 4 ; ; P=0.0164
C>) 20 - | | Median follow-up: ~20 mo

10 - Median, 14.7 mo| : Median, 19.2 mo
B (95% Cl: 13.3,16.9) 1 (95% CI: 17.0, 23.8)
1 1 1 1 ] 1 1 1 L 1 I 1 1 1 1 1 1 1 1 1 1 1 || 1 1 I 1 1 1 1 1 1 Ll 1 1
012345678 9101112131415161718192021222324252627 2829 3031323334
Time (months)
No. at Risk
Atezo+Bev+CP 359 339 328 323 314 310 206 284 273 264 256 250 235 218 188 167 147 133 119 103 84 66 57 41 34 28 16 9 2 2 2
Bev+CP 337 326 315 308 287 280 268 255 247 233 216 203 196 174 152 120 115 101 87 77 68 56 40 32 20 22 13 6 3 1 1 1 1

« Statistically significant and clinically meaningful OS benefit with atezolizumab + bevacizumab + chemotherapy
vs bevacizumab + chemotherapy was observed

3 Stratified HR.
Data cutoff: January 22, 2018
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Survival Benefit Was Observed Across All PD-L1 Subgroups in the ITT-WT
(Arm B vs Arm C)

PD-L1-High PD-L1-Low PD-L1-Negative
TC3oriC3 TC1/20riIC1/2 TCOandICO
1004 100 100
901 904 90 -
80 HR3 0.70 80- HR?3 0.80 80 - HR?3, 0.82
S 701 (95% CI: 0.43,1.13) & .| (95% CI: 0.55,1.15) & | (95% CI: 0.62, 1.08)
© © ©
> 60 > 60- > 601
< e e
= 50 = 50 = 50 i
7 7 7 My, |
= 40 = 401 = 40+ |
- e © o E
g = 2 % $ 30 .
o (@) o i
20 201 20 1 g
10 10+ 10 4 i 5
" 15.0 mo 25.2 mo ) 16.4 mo 20.3 mo - 14.1moi i17.1mo
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 81012 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 3
Time (months) Time (months) Time (months)
No. at Risk No. at Risk No. at Risk
Atezo+Bev+CP 71 64 64 61 55 54 53 43 34 30 23 17 15 6 2 2 Atezo+Bev+CP 121107 105100 93 87 79 63 52 39 32 23 11 6 Atezo+Bev+CP 167 157 145135125 115103 82 61 50 29 17 8 4
Bev+CP 65 60 56 53 S0 36 33 28 23 19 14 10 9 6 1 Bev+CP 105100 91 86 78 68 60 46 39 30 23 13 10 1 1 Bev+CP 172160145134 123115106 79 54 39 29 17 10 6 1 1 1
—4— Atezo+Bev+CP —4— Bev+CP
# Unstratified HR.
Data cutoff: January 22, 2018
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KEYNOTE 407 (nnockokrneto4Hbin HMPJ1)

MeaounaHa OB

* Pemrolizumab combi

* Placebo combi 11.3 m

*95% 1, 0.49-0.85; P <0.001
* HezaBucumo ot PD-L1

Patients Who Survived (%)

100 —yeg

90-
80
70
60
50
40-
30
20-
10

0

Pembrolizumab combination

Placebo combination

Hazard ratio for death, 0.64 (95% Cl, 0.49-0.85)
P<0.001

0

T T T T T T T T T T T T T T T T T T T T ]

Months

Paz-Ares, L., Luft, A., Vicente, D., Tafreshi, A., Gimus, M., Maziéres, J., ... Kowalski, D. M. (2018). Pembrolizumab plus Chemotherapy for Squamous Non—Small-Cell Lung Cancer. New England

Journal of Medicine. doi:10.1056/nejmoal810865



BbiBOAbLI

* JleueHne HMPIJ1 - cnoxHas npobnema
COBPEMEHHON OHKOMNOrnm

* JleyeHune: coyeTaHne nokarnbHbIX U
CUCTEMHbLIX METOA0B

« PasgeneHne nauneHToB Ha rpynnbl, B
OCHOBE KOTOPOro nexat MOSieKynsapHo-
reHETUYECKNE TECThI, MO3BOSIAET
noobuBaTbCA ropasgo ny4yLmnx
pPe3ynbTaToB B JIEYEHUM
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