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@000 SCIERCE
BETTER MEDICIKE
BEST PRACTICE

European Society for Medical Oncology
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0. EEMRRE  1FEEE
0. (5 H) (%)
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£ 0 BRI 4-4.5 10
50
E“‘ A=t
301 1980-1989 7 20
T: 1990 LL[& 9-11.5 30-35
N;nrhh 0% 6 12 18 2%
e cre Time from randomisation (months) J%HA IVHR 78%, I11HA 22%
chemotherapy 416 219 9% 47 18
Supportive care 362 115 55 28 &

Non-small Cell Lung Cancer Collaborative Group
BMJ Oct 7;311(7010):899-909, 1995.
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OfMA AD25%I(FERIEE BEENZ L)
e Sun et al. Nat Rev Cancer, 2007

O5IEERERBIDAVELEFICRBZOLIICIKEFETEINANGS.
= HAFHRED" 7L AR " EIRBDEILTF NS
Weistein, Science, 2002
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Lynch et al. N Engl J MED 20;2129-39, 2004
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KIF5B-RET,
2.30%

KIF5B-RET,
HER2, 3% 0.50%

CD74-ROS,
1.50%

EML4-ALK,
5%

HER2, 1%
BRAF, 1%

BRAF, 1%

CD74-R0OS,
0.70%

Dana-Farber Cancer Institute, Am Soc Clin Oncol, 2012
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o RIAN-BFOFERCBIEHVW T FIRNENFHFE

o WISV AVCHIBERINMEN

MET Aex14 skipping mt®

RETR&EELRFIZMENSCLCICNT S
TIRIVHFZT OERBELVBLU-667 DR

pyrotinib& &U'posiotinib
(irreversible HER2 TKI) @
HER2 mt NSCLCICxX9%3%h

BRFACBUT  pepo e NSCLOICHTS NSLCTOHS NTRKEERERBEICHSS
BRAFERIZEDFE #iH ERZﬁﬁko)?&J EDifE NSCLCTONTRKEEDHE : SOMIF=ZT 0)FDA7¥("°
. . . . .
2002 MMME ) 2019 32020 ) 2021 > 2022
! ! ' : ’ : !
! ! s | NSCLCES®. NTRKEEEMENTS KRAS G12CIc3493
| | | KRASGL2COWE | o 57 OFDARE i YhSYT OER
Efsh A THER (EGFR)ZERDFER : NRG1EEOHE ! MET Aex14 mtlcd93

BRAFVGOOEQEI!%'TENSCLCICNU\
HNITSTI=D + FSAFZIT ODFDAZK:R

* AA MV FT ROAEER

BEHRIXE L VR * NS AT DA

Nature. 2002 Jun 27;417(6892):949-54.
Science. 2004 Jun 4;304(5676):1497-500.

BARKESEEFS IFA\-MMz2F-2022

* 7|'/)U|/3:_7 o)ﬁmn\

Kohno T, et al. Nat Med. 2012; 18: 375-377.
Takeuchi K, et al. Nat Med. 2012; 18: 378-381.
Lipson D, et al. Nat Med. 2012; 18: 382-384.

JuYS, et al. Genome Res. 2012; 22: 436-445.
Clin Cancer Res 2014; 21(9): 1989-1994
Oncologist. 2018 Jun; 23(6): 740-745.

HhIRF=D, TRFZJT DR

ROSl EKF:E(L;:I?%I; H/99: j a)ﬁ(mu
ALKEKF(L&T?%? UO 3:_7 DGR

* RIEFTYIRA > MNEEHRI DR

US Food and Drug Admlmstrat@@ FDA approves an
oncology drug that targets a key genétic driver of cancer,
rather than a specific type of tumor. November 26, 2018.
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ALK : ROS1 :

ZOVEN —— 51 mne 3 R0 ROS1#& 0.9% HYYF=J
7LOF=T ALK& 3.8% BRAT__O 30/:: IANLIFZT
wIFzJ -
oL5F=J MET ex14 2.8% BRAF :
JUIF=J RET#& 1.9% §I571=7+
HER2 1.9% NoXFZT
NRG1®& 0.3% ppr—
= ex -
BRAFRIE 0.3% g
KRAS HIRF=T

9.7%
RET :
EGFR wIRIHF=T
53.0%
EGFR : KRAS G12C :

JI4F=T NS i
oF=J
7IrF=J
s — Stransky5DFRE2) (CLBE. KE .
PR TCGAT 540, tgeNTRKata . NTRK:
=7 — 1%FILTLBELDNTUS. IZNAFZT
sakLyF=Jd

1) Saito M, et al. Cancer Sci. 2016; 107: 713-720.&0EX
2) Stransky N, et al. Nat Commun. 2014; 5: 4846.
BAAEREESEYS IT+20—- M M2SH—-2022 EEREBIEESHASHMEHP (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/)
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o NAHRBRVUIEH AR RIZEOAEY) ZEV4FEUCT U :ZIREY (T2 8
9 BDLOREFH
+ $F—UPAER (EGFRIAZER. ALKIEEE, ROS- 1FAER, BRAFIAZEE.
METFHEZE, RETFHEZE, KRAS G12CPHE)
- MEFEPAEE (VEGFPEEZE., VEGFR-2[BEE%)
o FEFIVIMA>NEEH] (PD-L1EULLIEMSI-high)
etc.
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2000
2002
2004

2005
2009-2013
2011
2013
2015
2016
2017
2018
2019
2020
2021
2022

A AR EDNAINA =2

TSFHABBEEDIET Y ADOMII (ECOG, SWOGOHER) . 2 /RILEEE : Rey+tl (TAXGER)
JI4F=T7 (BB1HREGFRIEEEE) DRk

B 2 ESEDOMEYL | TSFHHAEE. EGFREGTFEROFER
EGFREFAENCXI T 25 T4 F ZJ DN ERUL

RANVFER (OMEID) . DVOFZT (BR.19)  ANSZNTD#EER (E4599)

EGFRIECFEEMREEA

ALKBEEZFE DA (PROFILEFHER)

25 2 tHREGFRPEZZEDAGR (LUX-LUNGEHER)

25 3 tHREGFRIEZZFDAGR (AURAER) | BFTvIMA> MNEEZEFEDHAFR (CheckMateiriR)
FLl%EFIvImd > MNEEE (KEYNOTEER)

BRAFV600EZEZ4HENSCLCICU, 4T 7T1=T + MAFZIDAEGR. OILSF I DAFR (ALKPEEZFEELEE)
NTRKEREE S B R ICXT 9550 M JF =T DFDAKER

NTRKELEE S 4 EIFZEICHT T DI ANIF =T DFDAEGR

MET Aex14 mtlcxdd2hIN¥F=J (GEOMETRY-monoliE&) , 7/RF=J (VISION:RER) &R
RETREEIEIGFNSCLCIC T2 IARIIHAFZIDAEGR. TVITFZI DGR (J-ALTA)

S B FEREE (TMB-High) 2B T - BROBRNADERILK.

KRAS G12CZEEBZMNSCLCICXT T DY NI TDEER. 7TIVANT - A3 AFZT Ot L ZEEADBEISHLK
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1004 E | -
901 | e LN >
80- : e
g 70 !
E 60- — ‘; —i
50- -m-—
E i
20+ ; Y E 1 o -
10 == o >
Noarse O ; P y 24 0 —
:l-l“w are Time from randomisation (months) P —— E
Sporeore 215 5 2 r &>
= [ Fevs ""
FHEIS : 30-40% (¥EHEFEEE) o e — - -
10% (2))"("5?9?55) . Sup-poréiw: care . Supportive care .
ST IR 4-608 (MEHLERE) pius chemotherapy becer (cotro beter

21H (2R{EFHEE)
SHEFHIME: 8-101H

AABREEESS T+ MZF—2022 BMJ 1995 Oct 7;311(7010):899-909.
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- EGFRIEZERIELTHFE. S¥IREEHE] Ve

JBDIEV"dormant therapy”&U THATFENZ. -
5 —— 250 mg/day A:éf?fk Faiilf;res {mghéhsj
\ - - - 500 mg/day 106 82 8.0
» IDEAL-1GERDFGER, RFTTI4F =D 0.5
(ZD1839) hEE2Z=ITT. 8
& 06
. EMEISEEDABETIFIVRIEAE T
18.4%LBEIF THhofe. 2
0.2 -
« “super responder”’tIFEINZEEB DV, B S R S T TR T N i

Overall survival (months)

AAEREEEYS T+2/(— MSF—2022 Fukuoka, et al. J Clin Oncol 2003 15;21:2237-46



ZD1839: IDEAL-1:5®. IDEAL-251%% (Ph II)

A . e
o N 250 sy el
== 5COemgiday 185 £0 L 1.0- 250-mg Gefitinib
g OF —— 500-mg Gefitinib
e
E 0.5
@ 0.8-
2 et
g 04 -""'-L
0.2
2 os
<
0.c - T T T T T T 1 c
Q 1 2 3 i ] & T =} 19:
Progression-fres survival {monihs) §.
i v 0.4
c Atrisk  Faiures :Ir_.:;gm:j e
— 250 mglday 13 14 133
10 == B0 mgddey 20 13 106
[ L _..:I_"-‘I T
5 0.B4 i++-1| 0.2 M
|
= i
g 06 "i
& ]
=} |_ e 0 T T T T T T T T T T 1
§ 0.4 4 0 2 4 2] 8 10 12 14 16 18 20 22
< Months From Start of Gefitinib
0.2 Mo. at Risk
250mg 102 92 69 54 42 29 25 20 17 4 0 0
.o S00mg 114 a3 74 a7 40 34 26 23 15 3 1 0
0 2 4 6 ] 10 12 B 20
Crverall survival (months)
Fukuoka et al. J Clin Oncol. 2003 Jun 15;21(12):2237-46. Kris et al. JAMA. 2003 Oct 22;290(16):2149-58.
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BFIE/)lARAbE(CX T BEGFRIBER vs. T5RDLEEGER

BR.ZlEit (n“= 731) (n = 1692)
I)LOF=T vs. TS5tk HI4F=TJ vs. T5tzh

P< O-(lOl by stralified log-rank test 10—

Hazard ratio, 0.70 (95% Cl, 0.58-0.85) = s Gefitinib
Placebo

80 O 084
(@) (o
= >
2 >
c 60— S5 06—
S wn
n c
c ke
2 40+ T 04—
O o
@) o
S o
a 204 O 02—

"t
0 T T . = . 0 [ | | [ | [ [ |
0 6 12 18 24 30 0 2 4 6 8 10 12 14 16
Months Time (months)
N Engl J Med 2005 353:123-32 Lancet 2005 366: 1527-37
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TR O

EGFR-TKPAZEE — AL vH AL/ \DHHE: —

1LyH® (Gefitinib) )L )\® (Erlotinib)
~ 0
NMom dL
F /O\/\O

ZD1839 FFIUSBIE> OSI-774
e EGFRFO>Y*F—VpHE e EGFR¥O3>>#7—-¥IHE
o FFYVUiEiEi(k o FFYVUIFEERK
o DFE446.90 o 3¥FE429.9
e IC,,*:33nM e IC,,*:2nM
e E(CCYP3AATH e F(CCYP3A4TH S

o AUNIIEEHEI0% - AUNIEEEI3Z%
e Toxicity : 52, T# Toxicity : &2, T#l

o M : o .
o EEERCTMDdosels, MTDD1/3 (e EBERT®Ddoseld, MTDLREIEZE )

EYIEERIE : FFFhO-AP450 (ECCYP3A4, CYP1A2) THH
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IPASSERERDERERT 1>

O frfe (E)
O FFEYES

O ik

O R7>27 A

No previous
chemotherapy
Adenocarcinoma;
never-smoked, previously,

Gefitinib 250 mg/H

; *
(n = 608) Until PD

or light smoked
with measurable lesions
in Stage IIIB/IV
(n=1,217)

*Switch to carboplatin/paclitaxel allowed upon progression

TEIMBIAEE: SEREFHAROIESE

BAAEERIEEEYS TF/ - MZF—2022 Mok TS, et al. N Engl J Med 2009;361(10):947-957
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Gefitinib CBDCA+PTX

n 609 608
1.0
Events, n (%) (;‘E_ﬁ) 497 (81.7)
08 HR: 0.741 (95% CI: 0.651-0.845; P < 0.0001)
o mPFS (mo) 5.7 5.8
& 4 mo PFS (%) 61 74
Q
.; 0.6 6 mo PFS (%) 48 48
.g 12 mo PFS ( %) 25 7
§_ 0.4
o HR for PFS, 0.74; [95% CI, 0.65-0.85];
o P<0.001
0.2
Gefitinib
Carboplatin /Paclitaxel OS —
0.0 Gefitinib CBDCA+PTX
N . 4 8 12 16 20 24 n 609 608
o. at risk:
Gefitinib 609 363 212 76 24 5 0 Events, n (%) [ 223(36.6) | 227 (37.3)
Paclitaxel /Carboplatin 608 412 118 22 3 ! 0 1.0 HR: 0.91 (95% CI: 0.76-1.10)
Mok TS, et al. N Engl J Med 2009:361(10):947-957 2 TERR | e | s
. N ; . - T 0.8
O , et a g € / (10) > 67 F0S, % 84 86
(3 125 A0S, % 68 64
« 0.6
o HR 0.90 [95% CI, 0.79 to 1.02]
= P =0.109
= 04
=)
3
o 0.2 — gGefitinib
o — Caboplatin+paclitaxel
0.0
0 4 8 12 16 20 24 28 (nA)
No. at risk:
Gefitinib 609 514 423 239 118 38 0 o
Carboplatin /paclitaxel ©08 524 401 212 104 32 1

AARERESERSYS T+X/(—MSF—2022 Fukuoka M, et al. J Clin Oncol 2011 Jul 20; 29(21) 2866-74
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Ldnrniln \ ‘ ‘ ‘
Receptor
L domain

Extracefislar domain

[ Transmembrane regiar

Intracefular domain

=—G713C

Catalytic celET4E-ATS

kinase dell747-T751ins5

domain celLT 47 P753ins5
=— La58R
— LEEID

Y1064 —

ETAT3 MAPK

Lynch et al.

BAEGRIES

B

sEEEUZEGFR(E
Asymmetric DimerzHZak

delL747-P753insS %
delE746-A750 \ ~ N-terminal lobe
dellL747-T751insS k
] . )
i

Inhibitor

C-terminal
w € lobe

C  Ex19Del, Ex20ins, T790M

Q; ?:::.ﬂ j?

Inactive Active

LB5ER

?* b““‘* ? —

e
A P J@
as i
LR L L E sl s .

P

Active Inactive Active Active

Dell19,Ex20Ins, T790M(&
%W@Jkﬁgf TR D/jd‘) LAYEMHE

Cho J, Chen et al. Cancer Res 2013 73:67709.

EGFR WT, L858RIFZEMARZ A2k LR EETEE LR

N Engl J MED 2004 20,2129-39.
FEFS ITFR\-MMzZF-2022
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EGFRE=FZEERGIEEI T/ llAEAHE(CHT I SR ITIAHENER

® NSCLC with
sensitive EGFR
mutations

® Stage llib/ IV

®PpPS0-1
® age of 20-75y.0

® No prior chemo.

100
90

80
70

60
50

Primary endpoint
Gefitinib
® PFS
R n=160

balanced:

Institution

sex

stage CBDCA+TXL
n=160

2ndary endpoints
®0S

® Response

® Side-effects

® Q0L

Chemotherapy — N=96 (Median PFS 166 days)
Gefitinib — N=98 (Median PF S = 317 days)

Logrank test
P <0.001 *

40

30
20

10

Progression-Free-Survival (%)

100 200 300
Days after Randomization

400 500

Maemondo et al. N Engl J Med 2010 Jun 24;362(25):2380-8.
HARKESERY S IF+2/(-M2ZF-2022

XWRAH (n=320)
FEHMHERE &llR 8 1A B

MIRESFHIE (PFS)  &FHIRE (0S). &=MEIS

100 -

Overall Survival (%)

* ZEMBEIRICOVWTULEHR SR

Gefitinib
""" Chemotherapy
P=0.483
Chemotherapy: 26.6 months
Gefitinib: 27.7 months

(HR, 0.887; 95% Cl 0.634-1.241; P = 0.483)

Number at risk
Gefitinib 114
Chemotherapy 114

12 18 24 30 36 42 48 54 60
Months after Randomization

97 57 22 7
99 48 I 3

Inoue et al. Ann Oncol 2013 24 (1): 54-59.
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5-2. ERFLERE ECGFREEGEFZEEBM : PS 0-1, 75mAKiE

' BARAEFS EBMOFACLDIMEZENARS1> 2014

Gefitinib
------ Chemotherapy

P=0.483

OS (Z2£FHIE) XIO0AA-N-DIEHBEREERL

Ovenall Survival (%)
3

.---
10 - N

0 & 12 18 24 30 36 42 48 354 60
Months after Randomization

AABKEEEYS T+ - MSF—2022 Inoue et al. Ann Oncol. 2012, Oizumi et al. Oncologist 2012
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1. BT L—ROEE -

EEERR 2013 2014
SERT LS. EGFREAGET LRSI T 2 @M A4S A B
JERT LK. EGFRIET ERB -3 SEGFRIEE I H

D FIREEEREE AR IETUD AE

Al AR D FAERY R

S FHAMERIENGEAEIN TUVRKTE
M AOFHITEHEAfEI =SS H =L,
Quality of Lifeh BLVAE

O D RIZER (CHEHNSSLED
STNEIZOFER|ZEGER T3 58T

BAEREREEYS I+X/\-hMzZF-2022 HAMEFS EBMOFEICLDFMEZETARS/> 2014



2014FEROEE R

1. #38JL—ROZEE

ZEBEPh

PS 2(Ix39 2z RE RN A

IERFE LK. EGFREGCFZEER!
FO4FZIERIFRETIOF=

RARH (B RICEVWTIEETHEERINT

BAEREREEYS I+X/\-hMzZF-2022 HAMEFS EBMOFEICLDFMEZETARS/> 2014



EGFRIHZEZ (XTI DEEA M £

EGFRIEZEZ DR DOFF
O-11nAEEULNERILAL.
R NREEE ZSN B LI,

T790MREARAREE (50%)
SABATNBHENBIEEHB.

o C-METE=TIEE (20%)
EGFRIEZEZ(CLZI I FIVEEZR /N1 /LA,
erbB33 4 FIUmERE L.

- HGF (hepatocyte growth factor)
D AFHRE RV INRIB(CHWTCMETOUA > R
THDHGFFELESIN., MEDREKERD.

IGF-1R
1BE > BV IGF-1RDEF > EL( L,

Kobayashi et al. N Engl J Med 2005; 352:786-792
BARBEREREYS IFX/\-MMZFH-2022

No identification
AR mechanism

EMT ~1-2% ~15-20%
HER2 amplification
~8-13%
Bypass BRAF ~1% — T790M
e | MET ampiication ~5%— alone
~20% 4 ’ ~40-55%
PIK3CA ~1-2%
EGFR
SCLC alone ~6% T790M
with EGFR “";’ge".
SCLC with PI3K ~4% amplification | 2lteration
~10% B0
Other EGFR
Alterations in drug target Priint muetions

Bypass signaling
Phenotypic changes
Downstream signaling

Camidge et al. Nat Rev Clin Oncol 2014 11(8):473-81
Engelman et al. J Clin Invest 2008 Jul;118(7):2609-19



2T NDEGFR-TKI: LUX-Lungsili®

Afatinib (BIBW2992): an irreversible ErbB Family Blocker

EGF ligands —— Her,

- ‘%‘
.“ b - 4 J ] |

S sres et B S Rsediiisanan .

Iooe (et ren et et B piihnrrnnninnny, B anniresvepis B CUeiccL s oo
| WSS s [ eataasasaaaassy’ | isasssaneiiy 4 o
------

EGFR inhibit-ion----.‘

ErbB Far_nily Blockade

——————

Ay PN, AR = S — .
N PO —_—
- : L3 @ EGFR (ErbB1) S ErbB3
L__Q,{F W HER2 (ErbB2) W ErbB4

——————

T LT T 7OpFIJEEE 2 o irreversible pan-ErbB Family Blocker”BREREE
' LTRSS,
O ErbBREAT7I-ONTOZEMWMZAEREI D ENATFINE.
O in vitroT(ZEGFRMMAT790MZE RIS I DRNRMERFFINC.

FIrF—7
<L s

BARKEEZRYS I+ M3F-2022 Li D, et al. Oncogene 2008;27:4202-11



5 2IHANEGFR-TKIDZIR

LUX-LUNG?7 (ZJ7F=7) ARCHER1050 (dacomitinib)

100 94
< 100 Patients Events Median progression-free
survival (months)
£ 804 Dacomitinib 227 136 14-7 (95% C111-1-16-6)
fatinil Gefitinib ‘—gf' Gefitinib 225 179 9.2 (95% C1 9-1-11.0)
§ (n=1 (n=159) g ”
= 1 Median, months 11.0 10.9 g W
2 60 d Hazard ratio (95% ClI) 0.73 (0.57-0.95) f‘é’
% ! p value 0.0165 2 404 :
3 H 4] —— Dacomitinib &\_L
2 \ g Gefitinib
< & 20 444+ Censored
5 404 Hazard ratio 059 (95% C10-47-0.74; %y _ B
3 p<0.0001)
!5) — 0 1 | 1 1 T 1 1
8 p=0.0184 . 0 6 12 18 24 30 36 42
a Number at risk
20 - (number censored)
Dacomitinib 227(0)  154(23) 106(31) 73(36)  20(74) 6(88) 0(91) 0(91)
: Gefitinib 225(0)  155(15) 69(23) 34(27) 7 (40) 1(45) 0(46) 0(46)
8% : —
O ] ] ] ] ] i | ; | | 1 1 | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)

Park et el. Lancet Oncol 2016 May;17(5):577-89.
BAABSKRIEEESS T+2)(— M2SF—2022 We YL, et al. Lancet Oncol. 2017. 18:1454-1466.
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The NEW ENGLAND JOURNAL of MEDICINE

AURA3:ER (A>XILFZT)

‘ ORIGINAL ARTICLE

4T - BFRIE/) il b=
EGFRIZ{EFex 20 T7$M
PS 0-1
1st-line TKI failure

Rociletinib in EGFR-Mutated Non—-Small-Cell

TSF AL
(n=140)
Lung Cancer

7'-:/>()[/9‘_—j L.V. Sequist, J.-C. Soria, J.W. Goldman, H.A. Wakelee, S.M. Gadgeel, A. Varga,
— V. Papadimitrakopoulou, B.J. Solomon, G.R. Oxnard, R. Dziadziuszko,
(n=279) D.L. Aisner, R.C. Doebele, C. Galasso, E.B. Garon, R.S. Heist, ). Logan, J.W. Neal,
M.A. Mendenhall, S. Nichols, Z. Piotrowska, A.J. Wozniak, M. Raponi,

C.A. Karlovich, S. Jaw-Tsai, J. Isaacson, D. Despain, S.L. Matheny, L. Rolfe,
A.R. Allen, and D.R. Camidge

Primary endpoint: PFS

Median
E L+ Mo. of Progression-free
= Patients Survival ABSTRACT
2 0.5 ma (95% C1)
E,— Osimertinib Osimertinib 79 10.1 (8.3-123)
g .= B Platinum—pemetres 140 4.4 (4.2-5.6)
-'E; B | ) B Rociletinib
v 4] Hazard ratio for disease progression .
%- 0.4 p{ut::ﬂelath.ﬂ.m (95% CI, 0.23-0.41) B Olmutinib HM61713; BI-1482694
2 0N i pemetran | B EGF816 (nazartinib)
0 , , , , : , m ASP8273
0 3 3 9 12 15 1% PFS 10.1m
Month RR 71%

A ANFZT [FEGFRIEEZEFELGRET790MZ ERbIE DIR4EGHE
Mok TS et al. N Engl J Med. 2017 376:629-640.

BAAEERIEEEYS TF/ - MZF—2022 Sequist LV, et al. N Engl J Med. 2015;372(18):1700-9.



FLAURAGIER (NCT02296125)

HREE
RIS L (BAAG20%)

*EGFR-TKIICEL BRI (L BB (OETHER

HOSNTEBPMETE 2 XERR M IE/) RS Rz
-EGFREGFZEERZE

(exon 19 or exon 21 [[EREEF])
-PS 0-1

* 530%fHEAAN
*x 2014%F~20184F (2017/5/22 cut off)

United States, Australia, Belgium, Brazil, Bulgaria,
Canada, China, Czech Republic, France, Germany,
Hungary, Israel, Italy, Japan, Korea, Republic of,
Malaysia, Philippines, Poland, Portugal, Romania,
Russian Federation, Saudi Arabia, Spain, Sweden,
Switzerland, Taiwan, Thailand, Turkey, Ukraine, United
Kingdom, Vietham

BAEREREEYS I+X/\-hMzZF-2022

A2 XLF=J 80mg

1H1[E%S
BTE 1851490

randomization
1:1

T)LO0F=J 150mg.H
BHULIE
774F=J 250mg/H

IEEL(CASAIIFZIN
Cross oversifya

Soria JC, et al. N Engl J Med. 2018;378(2):113-125.

o EEFfIEH
- FIREAFEART (PFS)
- IzIZU. beyond PD%EFE

L EIEEEIE
- T790M#&HENE
- exon 19 or exon 21 TCOPFS
- EEIS
- Z=3NEARE
- REBGHIHEIS
- 2477HAR (0S)
« PK
- QoL
- g2k




FLAURAZER (NCT02296125): PFS, OS

(@7 The NEW ENGLAND
%) JOURNAL of MEDICINE

ORIGINAL ARTICLE

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

Jean-Charles Soria, M.D., Ph.D., Yuichiro Ohe, M.D., Ph.D., Johan Vansteenkiste, M.D., Ph.D., Thanyanan Reungwetwattana,
M.D., Busyamas Chewaskulyong, M.D., Ki Hyeong Lee, M.D., Ph.D., Arunee Dechaphunkul, M.D., Fumio Imamura, M.D.,
Ph.D., Naoyuki Nogami, M.D., Takayasu Kurata, M.D., Ph.D., Isamu Okamoto, M.D., Ph.D., Caicun Zhou, M.D., Ph.D., et al.,

for the FLAURA Investigators™ )
gression-free

survival, months (95% CI)

by —— Osimertinib (n=279) 18.9 (15.2 to 21.4)
. —— Standard EGFR-TKI (n=277) 10.2 (9.6 to 11.1)
g 0.8 Hazard ratio for disease progression or death,
$ : 0.46 (95% Cl 0.37 to 0.57)
2 P=0.001
<
2 064
o
g . L
= Osimertinib
& 0.4+
G
=
E 0.2 1
<]
&
Standard EGFR-TKI
0 T I T I I I I 1 1
0 3 6 9 12 15 18 21 24 27
Menths
Mo. at risk
Osimertinib 279 262 233 210 178 139 7 26 4 0
Standard 277 239 197 152 107 78 a7 10 2 0
EGFR-TKI

PFS: HR 0.46 [95%CI 0.37-0.57]
[immature data]
median follow-up time OS: HR 0.63 (95%CI 0.45-0.88)

The New England Journal of Medicine @2017

TAG 15.0 mos (0-25.1)/S0OC 9.7 mos (0-26.1)
HABKEERYS IFX/\-MM2ZF-2022

D Overall Survival

No. of Median Overall Survival
Patients (95% Cl)
o
Osimertinib 279 NC (NC-NC)
Standard EGFR-TKI 277 NC (NC-NC)
Hazard ratio for death, 0.63 (95% CI, 0.45-0.38)
P=0.007
1.0
ﬁ g wmemnib
o
EE " Standard EGFR-TKI
2@ 04-
]
°
. 0.2
ﬂ'ﬂ I | | | ]

| | | | |
] i G 9 12 15 18 21 24 27 30 33
Month

Mo. at Risk
Osimertinib 279 276 269 253 243 232 154 87 29 4 1] 0

Standard 277 263 252 237 218 200 126 64 24 1 O O
EGFR-TKI

Soria JC, et al. N Engl J Med. 2018;378(2):113-125.



FLAURAGIUER: OS

FINAL ANALYSIS: OVERALL SURVIVAL

1.0 =

Median OS, months (95% Cl)

09 - : Osimertinib 386 (34.5,41.8)

— Comparator EGFR-TKI 31.8 (26.6, 36.0)
08 4 HR (95.05% Cl) 0.799 (0.641, 0.997); p=0.0462
0.7 4 321 deaths in 556 patients at data cut-off: 58% maturity

0.6 —

|
|
|
|
|
|
— |
« |
=2 I
|
= i
|
i I
— | 1
E | 1 -
1 1
@ ] |
OVERALL SURVIVAL ACROSS SUBGROUPS > 0.5 | I i
F=} |
| 1 1
Subgroup Favours osimertinib Favours comparator EGFR-TKI HR 95% Cl "'6 | 1
Overall (n=556) | I 1
Log-rank (primary) —e—{ 0799 064,099 2 04 < I I 1
Unadjusted Cox PH —e— 0789 056340983 = . | I 1
Sex =
Male (n=206) ——t 0794 0.554,1.135 L [ : :
Female (n=350) —e—h 0786 0595, 1.037 © |
Age at soreening o 1 | 1
<65 years (n=298) —— 0723 05390969 | 1 1
265 yoars (n=258) —t— 0873 06271215 o 0.3 - i i i
—— 0995 07521319 o ! I !
—— 0542 03780772 : I I
Yes (n=199) —— 0,699 0.485,1.002 | | 1
No (n=357) —e— 0848 06441118 0.2 - | I 1
CNS metastases attrial entry ] ] 1
Yes (n=116) ——] 0832 0530,1298 ] 1
No (n=440) —e—| 0788 06131014 | i i
WHO performance status [
0 (n=228) —— 0927 06291366 | 1 1
1 (n=327) —— 0699 0,535,0913 0 1 — | 1 1
EGFR mutation at randomisation* N | | 1
Ext9del (n=349) ——t 0679 0.509,0.904 | 1 1
L858R (n=207) —— 099 07081404 | 1 1
—— 073 0.601,0995 | I I
—t— 0719 0.374,1359 0 U .
T T T — T TTTm . 1 | | | | | | | | | | | | | | 1 | 1

wooe e e o * 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 ¥4

Time from randomisation (months)

No. at risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 10 101 72 40 17 2 0

AABEREERSS T+2/0—MZIF—2022 Ramalingam SS, et al. N Engl J Med. 2020;382(1):41-50.



FLAURA:ZER: OS (Japanese cohort)

FLAURA Final 0OS (Japanese)

1 r— Q7% oS, A (95%C))
0.9 - ATARF=TR 393 (34 2.8C)
7 — EGFR-TKI}NIEH NC (35.8-NC)
0.8+ HR (9596C1) 1.390 (0.8259-2.3381)
F =40y hA DR 12009587~ FRT : 45% maturity
0.7 -
0.6
%0-5-
®
0.4 -
0.3
0.2 -
0.1
00 ' LI L] L} 'L '_ L L " Li LI | | | ] L )
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

ot riskit

AANFZITE 65

S LERBHNSOME (B)

64 63 62 61 657 656 4 &8 4 4o 37 32 21 14 5 2 0

EGFR-TKIMMIE® 55 52 51 49 47 45 40 39 37 3% 35 33 30 30 28 17 7 1 0

F—SNnv b2 201961258

RRIIsUIDFT -

DERY.

BARKEERYS I+2/(—MZF-2022 Nogami N et al. JLCS2019



EGFREEFZEERGEMECHITD

B 3HANEGFREZERICXI I DIEFMIIER? from FLAURA

* No evidence of acquired EGFR T790M
» The most common resistance mechanisms were MET amplification and EGFR C797S mutation
* Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

L
oy REK]} E g BN

econdary EGFR mutations? .
975 79 o HER2 amplification: 2% [ sPTBN1 | MET amplification: 15%
: T%; L718Q+CT975: 1%; HER2 mutation: 1% SPTBN1-ALK: 1% '
1 718Q + ex20ins: 1%: S7681- 1%

BRAF mutations (V600E): 3% RAF

- e ﬁ el
LELLEEEEEE] W | gl I R RN ?. &. 1 o b e o (WHK| m

KRAS mutations (G12D/C, A146T): 3%

G Cell cycle gene alterations
\_ CCNET amps: 2%

CDK4/6 amps: 5%

THELD.

53t NEGFRPEZF Z (LM IER DEYIFRIHF

AAGKEERSS TH2/0—M3IF—2022 Ramalingam SS, et al. ESMO Congress 2018 LBA#50.



EGFREIZFEZEGEAE(CHITD

B3 NEGFREEZERICXT I DS EF from FLAURA

3R EGFRIEZF FH(SMIEROEVFRVIFIENERD.
EGFREBZEFEUFvL > ERNRMRN ?
cHhICEDE:

1. 2R THEERINLIET O AMIMETERW ?  eg. Jackman criteria

J Clin Oncol. 2010 Jan 10;28(2):357-60.

Osimertinib Platinum Chemotherapy
Primary Mutations Resistance Mutations ASCO 2022
Abstract#9017:
. E?g:-rliii».rz:aﬁ EGFR-dependent 554t EGFRPE =2 HER3-DXd (patritumab deruxtecan)
B G a (C7975) allosteric EGFR i (JBJ-09-63) Ay ————

Jg:-;;g;g;g:,} | A3V F=F +METBAZESE or ADC | TelisoV+0si

Other Pathways Abstract #9006:

(PIK3CA, RAS/RAF. PIK3CABREZE ? ZRY/AaE ? ~ Amivantamab+Lazartionib
Fusions, Cell Cycle

Osi + Platlnum doublet,
o ) 05| + ADC
@) [ Tensiormations | [Platinum + VP-16 + PD-L1FHEE |

BARKESEEFS IFA\-MMz2F-2022 Cho BC, ASCO 2021 Abstr #9006




ALK EELFPRENSCLC

Chromosome 2pdinversion
Younger patients (median: 52 yrs-old))
Never or light smoker

. EML4-ALK
‘::-:I 1620 « Adenocarcinoma or Adenosquamous
ALK
- * 4% in NSCLC (rare subtype!)
B) . . . .
- — 11 variants are identified
== mm =  memememeemee . -
|
| ALK
\ \ e, _g* =l i 2 6 131415 18 20 [ KIFSB : |
\ \ e ‘ : T 1 S i
Y £ 4v &~ P LTS : | EMLA | 3
—{ Exon2l Al Exon 13 [ TEG |
h E13;A20 (V1) I NASE
E20;A20 (V2) :
EML4-ALK v |[E6a/b;A20 (V3ab) [ WNOUVSH |
""""""""""" 2 [E14;A20 (v4) C_____ T e 1]
< |[E2a/b;A20 (V5aip) (IS H | |
3 [E13p;a20ve) [ OGN |
: I W K (NASE I
Soda et al. Nature. 2007;448:561-6. * E15az0 tvay B e B
E18;A20 (“V5”)
KIF5B-ALK [ [
TFG-ALK I [

AR EIEEES S T42)(— M2t —2022 Shaw A, et al. J Clin Oncol. 2009;27:1-8.



ALKBEZEFIIUYF =T EPROFILESN—X

AP sion-free Survival 3 Progression-free Survival with Crizotinib vs. Pemetrexed or Docetaxel
rogres °g
Percent Change i:(:"m'-"f Burden s 100+ Hazard ratio fgr progression or death 100+ Hazard ratio for progression or death,
p ;Jn;; loss6cl, Ig $7-064 & 0.59 (95% CI, 0.43-0.80)
i 40 5 80+ P<d.00§ +037-0.64) g 80- Crizotinib P<0.001 (vs. pemetrexed)
£ 2y g g - Hazard ratio for progression or death,
T o 2o o &X 60 0.30 (95% Cl, 0.21-0.43)
S —
® = =E- Crizotinib 2 g P<0.001 (vs. docetaxel)
] - nuy S 40 -3
& 40 -30% '.:'."‘a ;m: 9
£ 3 =
g -60 = 204 Chemotherapy .é 204 P;metrexcd
- _804 £ ‘é Doxcetaxel - , ,
100 0 T I T 1 1 = 0
s T T T T T
10 2 30 40 50 €0 70 79 0 5 10 15 20 25 0 ; 1'0 1'5 2'0 2‘5
Patient No. Months
No. ot Risk Months
: i [ ; o. at Ris
B Ciscase progression [l Stable disease [ Partial response [l Complete response Crizotinib 173 93 18 n 2 o No. at Risk
Chemotherapy 174 49 15 4 1 0 Crizotinib 172 93 38 11 2 0
Pemetrexed 99 36 2 3 1 0
Docetaxel 72 13 3 1 0

» PF-02341066 (Crizotinib) : PFS: HR 0.49 [95%CI 0.37-0.46] P<0.001
FROFERMATPIRSEALK+MET/HGFZEADTKI « Crizotinib /.7 mos
« Chemotherapy 3.0 mos

o ERITMERERDFLEEE (n=50) (Docetaxel or Pemetrexed)
« ORR: 64 %, DCR 90 %
«  mPFS : XE)E, PoUEsEHAR] - > 25.58
- BESZR:MHESR 55 %. IEHT 39 %

Bang et al. N Eng J Med. 2011,;28:363:1693-703.

AR RIEEES S T2/ — M2t —2022 Shaw AT et al. N Engl J Med. 2013;368:2385-94.



FE2HRALKBEERDE S : 7LOF=D

0 _
. All grades Grade 3
Dysgeusia 14 (30%) 0
] Increased AST 13 (28%) 0
30| B O T T R A increased blood bilirubin 13 (28%) 102%)
% 40 — L Increased blood creatinine 12 (26%) 0
?§ 50 181 Rash 12 (26%) 1(2%)
- L Constipation 11(24%) 0
N L B Increased ALT 10 (22%) 1(2%)
™ -t y = Decreased neutrophil count 8 (17%) 2 (1)
80 Rl | Increased blood CPK 7 (15%) 2 (4%)
0-| B pammeteropars d Stomatitis 7 (15%) 0
100 I Notasessble i i Increased blood ALP 6 (13%) 0
Figuve 2: Waterfall plot of best percentage change In target lesions from baseline based on independent review comittee assessment (46 patlents i phase 2) Myalgia 6 (13%) 0
Nausea 6 (13%) 0
Sh=EI|A -
%?JJ :;:IEIJ = 9 3 : 5 0/0 AST=aspartate aminotransferase. ALT=alanine aminotransferase. (PK-creatine
/a ;ﬁlﬂ\ﬂ FEﬁ EFI g_il'ﬂ_g | O . 3 yu) ﬁ phosphokinase. ALP-alkaline phosphatase.
* 1)V F =T BBAEGIICx L TE. tiems enroled i hses (g T eportedinaom ormoreof

ZNENS(F48% =R UTC

AR RIEEES S T2/ — M=t —2022 Seto T et al. Lancet Oncol. 2013;14:590-8.
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Progression-free survival Overall survival
A EIRTRIRErey
100 —— Alectinib Lt i I t.f;'m(::bh{”“— 1]303?}1
—— Crizotinib . ot Censored. .
. 80+ Crizotinib 250m
o Alectinib 300mg | Crizotinib 250mg |
;3;, BE ................................... | ST E T T
% 60- EED- : : : i : _ : . T i i :
§ H— 3 R e Tl 110 I I
£ w0 2 401 - Alectinib: Not reached * |
g o .-+ Crizotinib:43.7months -
£ 204 - HR 0.80; 99.8799 % ClI: 0.35-1.82;: ) ) : :
20 : , -
HR 034 (99.7% C1 0-17-071); I Crizotinib 250mg I : Iog—r:ank P:—0.38:EO j j : Alectinib 300mg -
stratified log-rank p<0-0001 04 : : ) . . . .
Do 1 3 6 9 1 15 18 7 24 27 1 3 8 9 12 15 8 2 24 .27 W 33 .35 0. 42 45 43 . 51 54§ -
Number at risk ) ) ) ) . 1] months . . . . .
Alectinib 103 103 3 76 49 36 27 9 1 0 o  Mumberat ek S
Crizotinib 104 102 86 65 40 21 14 4 0 0 0 Crizotinb 704 103 103 102 101 98. 98 06 M . 87 V7?50 .42 7. 14 5 LI | .
Alectinlh 103 103 103 101 97 95 94 B9 &7 85 75 70 55 47 35 26 12 05 1
median follow up time: 21 mos
Alectinib: Not reached (95% CI 20.3-not estimated) JEALE

Crizotinib: 10-2 mos (95% CI: 8.2-12.0)

= ZND%. median follow up time: 42.4 mos

Alectinib: 34.1 mos
Crizotinib: 10.2 mos

BAEREREEYS I+X/\-hMzZF-2022

(HR 0.37; 95%CI: 0.26-0.52)

JapicCTI-132316

Nakagawa et al. Lung cancer. 2020:139;195-199.
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alex

o

Progression-free survival Overall survival
1004 Hazard ratio for disease progression or death, 100- NCT02075840
90- 0.47 (95% Cl, 0.34-0.65) —
= P<0.001 by log-rank test w90+ Alectinib 600mg
-—— a — 5 %
2 _ 70- Alectinib 600mg 2 Alectinib
wn 2 a 70~
g8 5 4
$E s0- g [ Crizotinib 250mg |
O 1]
o 6 40 -2
ER 5 .
gn 7] 30—
a 20 ® 904 Hazard ratio for death, 0.76 (95% Cl, 0.48-1.20)
10 |Cr|zot|n|b 250mg | g o] P-0.24bylogranktest
U 1 | ] I | 1 | I | 1 D ; [ | | : : - T T |
Day 3 6 9 12 15 18 21 24 27 30 Day 3 6 © 12 15 18 21 24 27 30
! Month 1 Meonth
No. at Risk No. at Risk
Alectinib 152 135 113 109 97 81 67 35 15 3 Alectinib 152 142 131 127 119 107 87 51 24 5
Crizotinib 151 132 104 84 65 46 35 16 5 Crizotinib 151 141 127 115 103 95 73 33 13 1

BARKESEEFS IFA\-MMz2F-2022

Peters et al. N Eng J Med. 2017;377:829-838.



E3HAALKPEER| OJL=F =T Phase III (CROWN study)

The NEW ENGLAND JOURNAL of MEDICINE

Lorlatinib 100 QD

« Stage IIIB/IV ALK+ NSCLC
— Enrollment based on local ALK Stratified by:

testing REN[o])1F{<«M . Brain metastases at baseline (y/n)

* No prior ALK inhibitor 1:1 « Prior chemotherapy for locally
advanced or metastatic disease (y/n)

‘ ORIGINAL ARTICLE ‘

First-Line Lorlatinib or Crizotinib
in Advanced ALK-Positive Lung Cancer

Alice T. Shaw, M.D., Ph.D., Todd M. Bauer, M.D., Filippo de Marinis, M.D., Ph.D.,
Enriqueta Felip, M.D., Ph.D., Yasushi Goto, M.D., Ph.D., Geoffrey Liu, M.D.,
Julien Mazieres, M.D., Ph.D., Dong-Wan Kim, M.D., Ph.D., Tony Mok, M.D.,

Anna Polli, B.Sc., Holger Thurm, M.D., Anna M. Calella, Ph.D.,

* No prior systemic therapy for locally

advanced/metastatic NSCLC e
Crizotinib 250 mg BID

Gerson Peltz, M.D.ﬂ, M..P.H.Lalr»l_de_e'nj.alminJ. Solomov, M.B., B.S., Ph.D., (n=296) ..
Median Pmpﬂ:i-nrl-'ﬁlu L0r|atlnlb
Prograssion-free Survival — 0] o) . -
bES rossion-fiee  Survival oS RR=76% (95% CI; 68-83)
—= o (95% CI) (95% €1) == Crizotinib
& Lorlatinib MR (MR-NR) T8 (70-84) .
100 — (o) (o) -
Crizetinib 9.3 (7.6-11.1) 39 (30-48) 100+ RR= 58% (95% CI; 49-66)
& G0 7 904 Loslakimib
E B0 '_‘_\__ﬂ‘_"_\ 5 304 ey
& = iz cdini R S Y TR LR .
Eg T4 .- oo 2l Crizotinib
% E 60 1‘L Larlatinib N R E &0
F i L E - 50
% 40- £ a0
EE 10- HR=0.28 @ 304
E 2044azard ratio for disease Fﬁl}-;ﬁf-ti:l;: §
7 104 or death, 0.28 (95% €. 0,15-0.41) Crizotinab: & 104 Hazard ratio for death, 0.72 (95% C1. 0.41-1.25)
D p.‘DIE-}:'"beIE.iIIIﬂM ] ] ] 1 ] ] | 1 9 ' 3 mo c i k 3 i X J ! ; . X J 3
6 3 & 9 12 15 1% 3 24 27 0 11 i 3 & g 12 15 18 21 M 2 M 3 16
bMonths Months
2 Mo, at Risk
Mo, ol Risk
i Ladbatinib 149 143 141 138 135 133 §31 122 BQ1 BS &3 S0 3B 27 13 B 4 1 0
Lorlatinib 143 123 118 113 106 73 39 33 20 11 4 2 Crizotinib 147 139 133 127 122 116 111 97 $5 68 55 40 31 22 12 5 3 © O

Crizoinib 147 1300 B4 62 3% 19 W6 B 4 2 1 O

AR EREEES S T42)0— MrSF—2022 Shaw AT et al. N Eng J Med. 2020; 383:2018-2029.



ROS1¢tALKOME[EE

ROS1 ALK

S1986Y/F C1156Y

L1951R
L2026M

L1196M

G2032R —,,(e- G1202R
#
D2033N —-“"':Fd& o, | D1203N
. » e
o T »
—~ Fi
3 ’
P t
[ eport ) (7] (o)
* * *
Gatekesper o helix Solvent front
L2026M S1986Y/F G2032R D2033N L1951R ROS1 191 wasonr | raoosc v JIozemf{ ‘2"”
Crizotinib No Mo Mo Mo No
Ceritinib Yas Mi Ma Mo Mo
Brigatinib Yes Unknown Mo No Mo
Larlatinik Yas Yes Yes/Mo Yes Unknown
Entrectinit Mo Unknown Ma Unknown Unknown @ Crizotinib . . . . . . .. .
TPX-0005 Yes Unkncwn Yes Yes Linknown
Cabozantinib Yas Unkpewn Yes Yes Yas
- Q@@ OO @ OO O

® O

= 000 000 00

ALK [J ISITIm][ L1152R ] [CIISGYJ [J‘H??N;‘Sﬂ] [FHNC/V] [LI I%M] [I.IINF] [GI202£] [DIZD.?N] [SIZOéY]

Lin 1], et al. J Thorac Oncol, 2017, 12:1611-1625. _ _ _
AARGKEEZRSS TH2/0—M3IF—2022 Facchinetti F, et al. Clin Cancer Res; 22(24); 5983-91.
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i . PFS
%I*ﬁ Eﬂﬁﬁwﬂ*jm_ h 100+ B Disease progression 1.0+

- s | » Stable disease _T=_‘3 mPFS: 19-2m0
» PROFILE 10015158 ol Ao B
= N=50 £ o EHES: 72% &
apy = 3 S 06
= Safety, PK, =%h% s 5 0 I
%’—40— EO 0.4 . .
S -60- s
Shaw AT, et al. N Engl J Med 371:1963-1971, 2014 & 0.0 : , . : .

10 15 20 25

Phase Il /N\— ~[C &I best response Phase Il /\— ~ICRITDEEHAR ’ 5 Months

%0 SQSTM1-NTRKT NSCLC -

20 BCAN-NTRKT glioneuronal -
ETV6-NTRK3 MASC NTRK I = —
10 SRS LMNA-NTRK1 mCRC III In I JIN

ROST+ (FISH)NSCLC | I =
ROST+ (FISH)NSCLC | .,

ROST+ (FISH)NSCLC | K
SDC4-ROSTNSCLC (MK

NTRK PROS1+ (FISH) ROS1 ALK
o
= & = ROS1+ (FISH) NSCLC L4 =1
% @ = ROS1+ (FISH) NSCLC =
g E CD74-ROST NSCLC | |:|I n
2s 212 ROS1+ (FISH) NSCLC
$3 1518 EZR-ROSTNSCLC | I X
£ 9 =12 2 GOPC-ROS1 melanoma | I = u S | AR I RK— 1
2z HEAE ROS1. (FISH)NSCLC | I ROST
e 2|5 ROST+ (FISH)NSCLC | I
E = 2 ROS7+ (FISHINSCLC (N
5 § =
E @
%L
[
=

o
o
o
3
{2}
=

ALK+ (FISH)NSCLC | I —
ALK+ (FISH)NSCLC | I—x
VCL-ALK RCC |
ALK+ (FISH)NSCLC | I ALK
4 0% Change CAD-ALK mCRC

ALK+ (FISH) NSCLC | X
D5F3-ALK unknown primary | IRENX

0 3 6 9 12 15 18 21 24 27 30 33 36
Time on study (months)

BAGKREERYS T+/\—MM23F-2022 Drilon A, et al. Cancer Discov. 2017 7:400-409.
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TR S1E1L TP ENSCLC

Breakpoints for variant: 1 2 3 4
K “ﬂi bo I]gﬁ3 Wild-type RET OQ GFRo family
RET fepeat § I Kinase [1]1.114 () Q receptors/
4 1-3 GDNF family
KIFSB-RET fusion varants

ligands

W Motor cC I Kinase | | 977
cC

Heterodimerization of
ligand—coreceptor complex
and RET leads to
autophosphorylation and
downstream activation

2 Kinase 1,040

3 CC Kinase 1,250

4

cC H | Kinase |]1527

Lipid raft

Fusion Partner

o {

KIF5B CLIP1 ] . .
CCDC6 ERCI Most Common RET Translocation in Lung Adenocarcinoma: KIFSB-RET
NCOA RUFY3 .
TRIM33 TFG Cabozantinib iddssstststisg
U FREAR 1A I\_/andett_aljtl)b KIF5B 575 713 3882822222282282
envatini )

KIAAL468  FRMD4A Sunitinib — (R

RXDX-105 KIF5B exon 15 RET exon 12

GLU-667

LOX0-292

AABEREERSS T+2/0—MZIF—2022 Kohno T et al. Nat Med. 2012;18:375-7.
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Cabozantinib Vandetanib  Selpercatinib (LOX0-292) Pralsetinib (BLU-667)

@ RET X\ / NS SN\ N\

i e & P s -'3' b a F s - i H-ao _"-_I I; J 2 o
@ KDR/VEGFR2 ' V- P pas Vol o Nl

— - = 3 S Y
( )FGFR1-3/EGFR o - . »
@ MET/ALK/ROS - D= e
. i \M:\"_;:\_;h' ” ':_‘. W e
@ Other kinases PN N 7 7RIS we
LY 7t %

Cabozantinib Vandetanib Selpercatinib (LOX0-292) Pralsetinib (BLU-667)
IC., RET, nM* 11 4 3 0.4
ORR, % 37 18 68 58
CR 5 0 2 1
*Cell free.

Velcheti. WCLC 2017. Abstr OA 12.07. Gautschi. JCO. 2017;35:1403. Drilon. WCLC 2019. Abstr PL02.08.
Gainor. ASCO 2019. Abstr 9008. Rahal. AACR 2017. Abstr B151. Solomon. J Thorac Oncol. 2020;15:541.

BAEREREEYS I+X/\-hMzZF-2022



LIBRETTO-001 : LOXO-292 regardless of RET fusion partner

RET fusion-positive NSCLC

Enrolled 38
07 B CiFse-RET Eligible for response evaluation 38
= cumraer 26/38
B RET Rearangement NOS Overall Response Rate (95% Cl) 68%
9 T (51% - 83%)
% 25/37
a Confirmed ORR* 68%
% (50% - 82%)
: B CR -
E -607 PR** 26
o = SD 8
-80
PD 2
-100- o o [ ] o o o o ® 6 6 06 0 6 ¢ 0 o o o [ ) ® 6 & 6 06 0 o o o @® Prior Chemo NE 2
v pending confirmation; * Excludes one patient with DoR: 20.3 mos, PFS: _18_'4 mos '
unconfirmed PR pending confirmation at time of data cut- ORR, DoR, and PFS similar regardless of prior therapy
off; ** 25 confirmed PR, 1 unconfirmed PR pending Treatment-naive (n = 34)
confirmation ORR: 85%, DoR and PFS not reached

Follow-up as of July 19, 2018.
AABEEEESS T+2)0— MrS+—2022 Drilon AE, et al. J Clin Oncol 36, 2018 (suppl; abstr 102)



Phase 3 Studies for RET Multi-kinase Inhibitors

Advanced or metastatic NSCLC Pralsertinib
RET fusion positive (400 mg QD)
No prior systemic treatment
for metastatic disease . Optional crossover upon PD 201 Elne
ECOG PS 0-1 ' follow-up
N=250 Investigator’s choice of
Platinumc based chemothrapy
+pembrolizumab

AcceleRET Lung study design The LIBRETTO-431 Trial

NCT04222972

A Phase Il study comparing selpercatinib to platinum-based and pemetrexed therapy with or without
pembrolizumab as initial treatment of advanced or metastatic RET fusion-positive non-small cell lung cancer

sion

eatmentu h\po

yt able to: rparh

E un : Optional: cross-over
FDA Z A\ ( 17 ( Patlents»wnh o Selpercatinib at PD by BICR
as L,\ treatment-naive locally 160 mg BID « Safety assessments

advanced or metastatic *+ Patient survival,

E ( i e . S bl
I V I A i j ; % i- ; non-squamous NSCLC SN . Pemetrexed (500 mg/m? Q3W)
7 ( u'b\{ & 4 i
© -
0]

and post-study
Physician’s choice of:

therapy details
= Patient reported
Carboplatin (AUC 5 Q3W, 4 cycles)
or

health outcomes
Cisplatin (75 mg/m? Q3W, 4 cycles)
R +/- Pembrolizumab* (200 mg Q3W)
Stratification factors:

L]
- » Geography: [Fa(l Asian vs non-East Asian) *Patients with the intent not to receive pembrolizumab
¥ Brain metastas ln\'P‘-PﬁrP vs absence) (by investigators' choice at the time of randomization) will

# Intended treatment (Arm B) (+/- pembrolizumab) be restricted to 20%

Progression
Progression 2

AAREESSS T+2)0— MrS+—2022 Solomon BJ et al. Future Oncol. 2021 Mar;17(7):763-773.
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s FRRZINEITDIHIC
o RIAN-ZBELEMNERDD FIEMENFREZNEITDEEZILNLE.
« SubpopulationZ4FEL. EFICEDEBEIERE T EZMHE. 18T 3.

= KETDPrecision medicineDHErE

: the WHITE HOUSE
S E : BRIEFING ROOM ISSUES THE ADMINISTRATION 1600 PENN

THE PRECISION MEDICINE INITIATIVE

https://obamawhitehouse.archives.gov/the-press-office/2015/01/30/fact-sheet-president-obama-s-precision-medicine-initiative
AAREREERYS IFR/N—MZF-2022
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Clinical
response

Climiecal
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75%
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n r || response
Treatment B 6%
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response
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https://www.med.shimane-u.ac.jp/h_docs/2018090300021/
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.Arll{li-a
E"'*’lf':._lﬁlﬂlb‘/u(_ﬁ@%} \{AY— H— (CARMLL =S R PR Molecularly targeted therapy based on tumour molecular
x /\/ /\(‘\ H < E‘-/D \ 9 H profiling versus conventional therapy for advanced cancer
(‘-J:D %;}Jiu H& U““ E'U‘Eﬁ EFE?(IE& 3_573 (SHIVA): a multicentre, open-label, proof-of-concept,
randomised, controlled phase 2 trial
x gﬁﬂ*ﬁ' . 100+ — Molecularly targeted agent
. —— Treatment at physician’s choice
. 346MFBVAER (3R N
« 13,2038 0 phase 15BRENDEBZITRICHRT g
Y/ n § 60_
EIB{EERE" vs. All comer :
. RR: 31% vs. 5% (p<0.001) N
« PFS: 5.7 vs. 3.0 mos (p<0.001) g
QE" 20
HR 0-88 (95% Cl 0-65-1-19); p=0-41
0 I I 1 1 1 1
Schwaederle, et JAMA Oncol. 2016:2(11):1452-1459 0 2 v (6 - 8 10 =
Number at risk Imeimonths
MO|ECltJ|aI'|y 99 62 20 10 5 2 0
argeted agen
tT?e:tmegta: 95* 50 19 12 8 1 0

physician’s choice

AABERIEEESS T+ 20— MSF—2022 Le Tourneau, et al. Lancet Oncol, 16(13), 2015, 1324-1334
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Cancer Inmmune surveillance

ﬂm‘
uptake

antigen
uptake
apoptic /
apoptic / necrotic cell
necrotic cell immature DC

tumour

mHCI mature DC

antigen presentation
in absence of
co-stimulation

MHC class Il

proliferation / / antigen
TCR

T helper
cells

T helper

' . cell

inducible Teeg cells ; .

regulatory ed proliferation
T cells ' e g

deletion : :
Secondary lymphoid organ Secondary lymphoid organ



Cancer immunoediting and response to cancer immunotherapy

e Radiation
* Chronic
¢ Inherited

genetic
mutations

» Carcinogens
* Viral infections

inflammation

a Elimination

HEFRHE

CDs*
CD4+ TCE“ NKT
cell @@ cell NKill

Jp—Cell

stress

cancer cell

O'Donnell 1S et al. Nat Rev Clin Oncol. 2018 doi: 10.1038/s41571-018-0142-8.

Non- Cytokines
malignant Interferons, IL-12,
tissue TNF and perforin

Recognition or
effector molecules
NKG2D, CD226 and TRAIL

Macrophage

Transformed cells

/

J
g‘\ /\/

1

O Non-malignant cell

Highly immunogenic
transformed cell

b Equilibrium
{148

IL-12

On-treatment elimination
(complete response)

Tumour progression

Immunosuppressive
cell types

s TAM

e MDSC

T, cell

Upregulation of
surface molecules

* HLA-G and/or HLA-E
¢ CD155 and/or CD112
* CD47

* PD-L1 and/or PD-L2

* CD39 and/or CD73

Metabolite dysregulation
T Adenosine
1 Tryptophan

Dysregulation of
secreted signalling

molecules
TTGFB  LIL-2
1L CCL4 LIL-15
TCCL2 TIL-10
LIL-12
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Breakthrough of the Year 2013
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2H1
BE/1%5EE
1 5 851E
TPS
EMEE
mPFS
PFS-HR
1yr-PFS
MST
OS-HR
1yr-0S
DTX

Borghaei et al
NEJM 2015

CMO057 (n=292)
Nivolumab

3mg/kg
Q2W

non-SQ

Any

19%

4.2

0.70

19%

12.2

0.73 [0.59-0.89]
51% vs. 39%

ORR: 12%
PFS: 4.5
MST: 9.0

Brahmer et al
NEJM 2015

CMO017 (n=272)

Nivolumab
3mg/kg

Q2W

SQ

Any

20%

3.5

0.62 [0.47-0.81]
21%

9.2

0.59 [0.44-.079]
42% vs. 24%

ORR: 11%
PFS: 2.8
MST: 7.2

Herbst et al
Lancet 2016

KN-010 (n=1034)
Pembrolizumab

2mg/kg
Q3W
All

>1%
18.0%
3.9
0.88

10.4
0.71
43.2% vs. 34.6%

ORR: 9.3%
PFS: 4.0
MST: 8.5

10mg/kg
Q3W

All

>1%
18.5%
4.0

0.79

12.7
0.61
52.3% vs. 34.6%

Rittmeryer et al
Lancet 2017

OAK (n=1225)
Atezolizumab
1200mg
Q3wW
All
Any
14%

2.8
0.95 [0.82-1.10]

13.8
0.73 [0.62-0.87]
40% vs. 27%

ORR: 16%
PFS: 4,0
MST: 9.6
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B Subgroup Analysis of Overall Survival
No. of Events/

Subgroup No. of Patients Hazard Ratio for Death (95% CI)
Overall 235/616 —— 0.49 (0.38-0.64)
Age
T — <65 yr 133/312 —a— 0.43 (0.31-0.61)
265 yr 102/304 — 0.64 (0.43-0.95)
oyl Sex
£ 720 P brolizumab combination Male 143/363 — 0.70 (0.50-0.99)
T "h*’ e T g Female 92/253 —— 0.29 (0.19-0.44)
E 60 ECOG performance-status score
E 0 74/266 —.— 0.44 (0.28-0.71)
Vo e 1 159/346 —a— 0.53 (0.39-0.73)
§ l{ ’ Smoking status
40+ Current or former 211/543 —i— 0.54 (0.41-0.71)
B Placebo combination Never 24/73 = 0.23 (0.10-0.54)
| Brain metastases at baseline
304 Yes 51/108 _ 0.36 (0.20-0.62)
No 184/508 — . 0.53 (0.39-0.71)
20+ PD-L1 tumor proportion score
<1% 84/190 —a— 0.59 (0.38-0.92)
104 Hazard ratio for death, 0.49 (95% CI, 0.38-0.64) = 135/388 e 047 (0.34-0.66)
P<0.001 1-49% 65/186 B 0.55 (0.34-0.90)
0 . - - - . : . =50% 70/202 —a— 0.42 (0.26-0.68)
0 3 & g 12 1% 18 71 Platinum-based drug
Carboplatin 176/445 —.— 0.52 (0.39-0.71)
Months Cisplatin 59/171 — 0.41 (0.24-0.69)
0{1 1.0
410 7 347 278 163 71 18 0 Pembrolizumab Combination Placebo Combination
206 183 149 104 59 25 ] 0 Better Better
OS at 12 months mPFS
Combo; 69.2% (95%CI, 64.1-73.8) Combo; 8.8 months (95% CI, 7.6-9.2) '”‘ e
Placebo; 49.4% (95% CI, 42.1-56.2) Placebo; 4.9 months (95% CI, 4.7-5.5)
(HR, 0.49; 95% CI, 0.38-0.64; P<0.001) (HR, 0.52; 95% CI, 0.43-0.64; P<0.001) Oncology CllmcaITnaIs

Gandhi L, et al. N Engl J Med. 2018;378(22):2078-2092.



IMpower150:i§& : Demonstrated PFS Benefit in Arm B vs C in the ITT-WT

00 A Arm B:

P < 0.0001

® 90 Landmark PFS, atezo + bev + Arm C:
> o CP bev + CP
S 80+ 2

&5 70 12-month 37% 18%
§_ oo

T8 50 HR, 0.62

g ~ (95% CI: 0.52, 0.74)

)

0

[

i

o

o

1

a

Median, 6.8 mo Median, 8.3 mo
0 (95% CI: 6.0, 7.1) (95% CI: 7.7, 9.8)

012345678 91011121314151617 181920 21 22 23 24 2526
No. at Risk Time (months)

Atezo + Bev+ CP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
Bev+ CP 336 321 292 261 243 215 179 147 125 91 69 565 39 32 21 18 12 9 7 6 3 2 1 1

OS positivity has since been reached (March 2018) and will be presented at an upcoming meeting

e Atezo, atezolizumab; bev, bevacizumab; CP, carboplatin + paclitaxel.

Socinski MA, et al. N Engl J Med. 2018;378(24):2288-2301.
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. No. patients HR [95% CI]

Trial Immuno Control Immuno vs. control % of cross over
IMPOWER 150! 400 400 EH 0.78 [0.64;0.96]

31.7%
IMPOWER 1502 402 400 3 0.88 [0.72;1.08]
IMPOWER 132 292 286 i 0.81[0.64;1.03] 37.1%
KEYNOTE 189 410 206 = 0.49 [0.38;0.64] 41.3%
IMPOWER 130 451 228 F 0.79 [0.64:0.98] 59.2%
Total 1955 1520 0.76[0.69;0.83]

p<0.0001

Heterogeneity : p=0.007, I>=71% 10 20

1 paclitaxel + carboplatin + bevacizumab + atezolizumab versus paclitaxel + carboplatin + bevacizumab

Immuno better | Control better

2 paclitaxel + carboplatin + atezolizumab versus paclitaxel + carboplatin + bevacizumab

Besse B, ESMO Congress 2018, LBA53-55_discussant
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