22} RSB0 2| T2 (0 IHE| Ul A M) (S 2H2) )
7t 2 HE

T = Ly 2
Alof &t 82 | 2™ AMFH
THE oH 14 = lazertinib 80mg
Me 2 Mal 2ol iy HEIEH
O|Moll EGFR-TKIZ X|=ZEr2
) ) 2 XM EE= MOo|M H|AMEH e BXLe| X =
2551

Mg dEet ArE gict
=4 e £ Mold HaMEH ke A2 0| &S FOoists
42, XI= AZ Mol EGFR T790M Ho| MEefE HIlsol ot
EGFR T790M Ho| &el= &H=35 43 o U= AAlZE
SeRLANES AldEHE ALESto] &elsto =
ol ofof AHZE B2 12 13 240mg(80mg, 3d)olof oi
A et AlZtoll AfAtel ZHAIglO| 7 SSetch HHeol Ml E=
TE 7 fle 4ol HEtE mirix] 588 K&t
1. S0t

2w . 22) ZlAQF% 45 0{5}0d %:"’—F = SM=z aF{of etk FRE
FAHL ZINALE YoM = oF ElC,
2. F0f 2}
Of efo| 582 F&iet 4%, thg FOIA| 12412 ol& He™
SA| 5otk
3. 8 =4
Zt ztXte| obMA kMol Z7{Sto] Fof /s BY
ot gee = Ach B 427 Eee 4 °ofe| 2
1 13 160mg(80mg, 2X)=2 ZZ=ojof st ofnt zhE Gt
ojattts =dol tist ST =2 Y2 & 10| MAI=0f UAct

1) 2021.6.30. 8|7kAet WA wbeg
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O Hee Ef 250 H|lm Al 2 F0| =00 AfM=F0| W2 2E5el2)
32/(11.6%)

- 20174 H =2 26,985H0i[A] Zsto] MA ¢ Lo =
AXIHR R, 5 HHEEEZ2 I2HT| 39.3%, A To| 7.7%=, ©
| 73.6%, ¥4 To| 22.3%ECt Ay

- {2 =g 2l H|AMEZHH80~85%)2F M ZH 2H15~20%)2
A FEstH, ofA|ofele] H|AAMEH e EGFR UM H[E2
30~40%¢!.

— EGFR 20| & exon 19 deletion, exon 21 L858R H0|= ZtZt 45%E5 At
X|sto{, EGFR-TKIo|| CHsh 2izkAdxp Zsh MabEAZE _AS. 1AM B
Mt EGFR-TKI x[Z2 Al =7|9h30o|= =5t LfAo| M7[(=d,
2 2l2 exon 200(A T790Me| x|&F Bolo|o LHAM Z[M & 60%E AHX|

b1 RU

12

ol
Ojo

O NCCN Guideline : Non—-Small Cell Lung Cancer4)
— 1Xt MAX|E M EGFR &Ml B
» 11X}t XEZE  osimertinib HE+&= erlotinib, afatinib, gefitinib,
dacomitinib 52 F£0{7} A1 El(category 1).
— erlotinib, afatinib, gefitinib, dacomitinib2 §0{ & Zl&do| %l
» T790MS dAfst2, T790M+¢2l A< osimertinib F§0{7F #H11 =
(category 1).

2) 2017 =7F e EAY AR
3) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 1le. 2019.

4) NCCN clinical practice guidelines in oncology v4. 2021: Non-Small Cell Lung Cancer
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National ; '
Comprehensive NCCN Guidelines Version 4.2021 e e
NCCN ﬁgg‘;g:k Non-Small Cell Lung Cancer Discussion

SENSITIZING EGFR MUTATION POSITIVE!
FIRST-LINE THERAPY®°

Preferred . See Subsequent
OsimertinibPP (category 1]| + Progression Therapy (NSCL-21
EGFR mutation Other Recommended
digcover_ed ) ErlotinibPP (category 1)
pnotr to flr‘it-lme or AfatinibPP (category 1)
systemic therapy or GefitinibPP (category 1) " See Subsequent
P
or DacomitinibPP (category 1) IRgreRsIon Therapy (NSCL-22
or Erlotinib + ramucirumab
or Erlotinib + bevacizumab™=*

Sensitizing
EGFR
mutation
positive Complete planned systemic
therapy,99 including
maintenance therapy,

EGFR mutation or interrupt, followed by See Subseguent
discovered during osimertinib (preferred) ——— Progression ———» 49‘—-”1&3 NSCL.21
first-line systemic or
therapy erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib + . See Subsequent
ramucirumab or erlotinib + Prograssion Therapy (NSCL-22
bevacizumab™5*

I See Principles of Molecular and Biomarker Analysis (NSCL-H)

00 See Targeted Therapy or Immunotherapy for Advanced or Metastatic Disease (NSCL-J).

PP For performance status 0—4.

a4 If systemic therapy regimen contains an immune checkpoint inhibitor, physicians should be aware of the long half-life of such drugs and data reporting adverse events
when combining checkpoint inhibitors with osimertinib. Schoenfeld AJ, etal. Ann Oncol 2019;30:839-844; Oshima Y, et al. JAMA Oncol 2018;4:1112-1115; Oxnard GR,
etal. Ann Oncol 2020;31:507-516.

T Criteria for treatment with bevacizumab: non-squamous NSCLC, and no recent history of hemoptysis.

S$ An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 4.2021, 02021 © 2021 Natonal Comprehansive Cancer Network® (NCON®), AS rights reserved. NCCN Guidelines® and this Sustration may not be reproduced in any form without the express written pamission of NCCN. N SCL-ZD
Printed by Dong won Kim on 3182021 12:03:39 AM. For personal use only. Mot approved for distribution. Copyright © 2021 Nafionat Comprehensive Cancer Network, Inc., All Rights Reserved
National i i i NCCN Guidelines Index
able of cnts
NCCN ﬁgt”usg;k Non-Small Cell Lung Cancer Discussion
SENSITIZING EGFR MUTATION POSITIVE" SUBSEQUENT THERAPY®?
. Cons;der deflnllwe local therapy (eg, SABR or surgery)
IBHQ
Asymptomatic " FOsrmer‘tmleP (if W90M+} (category 1)—|—> Progression, see (NSCL-21)
i Progression, see
i Contlnue erlotinib * (ramucirumab or bevacizumab'') therapy“W-*X for
Progression or afatinib or gefitinib or dacomitinib * multipie lesions
on erlotinib * noted below
(ramucirumab » Consider definitive local therapy (eg, SRS) for limited
or T790M lesionstl
bevacizumab),|” testing¥V _— I'Os:mertlnlbpp (if T790M+) (category 1) ———— Progression, see (NSCL-21)
afatinib, Brain = Progression, see
efitinib, or Contlnue erlotinib * (ramucirumab or. bevacizumab'™) therapy"WW:XX for
g itinibtt or afatinib or gefitinib or dacomitinib®3? — "|multiple lesions
BCOMULTY » See NCCN Guidelines for CNS Cancers niotedbalow
Symptomatic = Consider definitive local therapy (eg, SABR or surgﬂ_ry)m Progression, see
Lirited * Continue eriotinib * (ramucirumab or bevacizumab™) therapyWW*X for
metastases”“ or afatinib or gefitinib or dacomitinib =" multiple lesions,
or noted below
) [ * See subsequent therapy for multiple lesions below
ystemic - 5P P :
OsimertinibFF (category 1) rogression
T780M+ see (NSCL-21)
3 i VV.ZZ
Muitiple lesions See Initial systemic therapy options™"W.XX
T790M- —|Adenocarcinoma (NSCL-K 1 of 5) or

Squamous Cell Carcinoma (NSCL-K 2 of §)

W Afatinib + cetuximab may be considered in patients with disease progression on EGFR
™M Image-guided thermal ablation therapy (eqg, cryotherapy, microwave, radiofrequency) TKI therapy.

may be an option for select patients not receiving SABR or definitive RT. *XThe data in the second-line setting suggest that PD-1/PD-L1 inhibitor monotherapy is
See Principles of Image-Guided Thermal Ablation Therapy (NSCL-D). less effective, imespective of PD-L1 expression, in EGFR+/ALK+NSCLC.
I See Principles of Molecular and Biomarker Analysis (NSCL-H) ¥¥ Plasma-based testing should be considered at progression on EGFR TKls for the T790M
00 See Targeted Therapy or Immunotherapy for Advanced or Metastatic Disease (NSCL-J).  mutation. If plasma-based testing is negative, tissue-based testing with rebiopsy matenial
PP For performance status 0—4. is strongly recommended. Practitioners may want to consider scheduling the biopsy
T Critena for treatment with bevacizumab: non-squamous NSCLC, and no recent history concurrently with plasma festing referral.
of hemoptysis ZZ Consider osimertinib (regardless of T790M status) for progressive CNS disease or
i Beware of flare phenomenon in subset of patients who discontinue TKI. If disease flare leptomeningeal disease. In the Bloom study, osimertinib was used at 160 mg for patients
occurs, restart TKI. with lepiomeningeal disease.
U Limited number is undefined but clinical tnals have included 3 to 5 metastases. 333 the randomized phase IIl tnial of dacomitinib, patients with brain metastases were not
W Consider a biopsy at time of progression to rule out SCLC transformation. eligible for enroliment. In the setting of brain metastases, consider other options.

Note: All recommendalsuns are category 2A unless otherwise indicated.
Clinical Trials: NCCN that the best of any patient with cancer is in a clinical trial. Participation in clinical triais is especiaily encouraged.

NSCL-22

Version 42021, 03/0G21 @ 2021 Nabonal Comprehensive Cancer Network® (NCONY), A3 rights reserved. NCCN Guidefnes® and this Sustration may not be reproduzed in 3ny form without the' express writien permission of NCCN



O ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow—up (2020)5)

— 1M|CH/2MICH EGFR TKI x|=0f gt X &o| U= K= T790M H0| H|

AEE ofjof stil, T790MO| kMol A osimertinibo| & X222 AL

==
— -

Stage IV lung carcinoma with EGFR-activating mutation

PS0-2[1,A]
PS 3-4 for all following options [lll, A]

Osimertinib 1, A; MCBS 4]+
Gefitinib [1, A]
Erlotinib [1, A]
+/- bevacizumab [I, B; MCBS 3]

+/- ramucirumab [I, B; MCBS 3]
Afatinib I, A]
Dacomitinib [I, B; MCBS 3]
Gefitinib/carboplatin/pemetrexed [1, B}

Disease progression
L

Oligoprogression Systemic progression
v 3
Exon 20 T790M mutation testing:
; . Re-biopsy
Systemic progression =———p or

cfDNA plasma testing, with re-biopsy if
plasma test is negative [Il, A]

Exon 20 T790M Exon 20 7790M mutation negative
mutation positive Or re-biopsy indicated but not feasible

L

Systemic Platinum-based ChT [1, A] (see Figure 2)
Osimertinib [1, A; MCBS 4]* | e pnfgression MR, (2 rhoplatin/paclitaxel/bevacizumab/
atezolizumab [lll, A]*

5) Metastatic non—-small cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow—upt(2020)
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(2) o8l 54

O MHEZEFE "o|™oll EGFR-TKIZ X222 Ho| U= EGFR T790M Hi0]
obd Za A EE MolA HAMEH BRIl XE0| Frete
T st e,

— 1M} TKli(erlotinib, gefitinib)= 7td&d oz ATP Zgt HEQE Xichst
0{, 2M|CH TKl(afatinib, dacomitinio)= EGFR tyrosine kinase domain

of H|7}dXMoz ASHSI= M, AMAEEZ2 3Mf EGFR-TKIZ T790M
Ho|E Zgtst EGFR Bio|of *15—‘.”5.2§ A2 516)7)

A mIpA8)

o

i it Alekoz 20210 T2 5f7F2ro}

| Z19)10)0f] = =[] UX| L=,

— NCCN 7}o|=E2}elof| =M EGFR &M HIAMEZHAS 1X XER
osimertinib B+ erlotinib, afatinib, gefitinib, dacomitinip &2 F0{7}
A (category 1)=0f, 1At X|&2 = ZEHO| ZHME A T790M=S A A}
Sk, T790M+Ql A< osimertinib £0{7F #11 & (category 1).

6) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 1le. 2019.

7) Caponnetto, S. et al. A Comparison Between First—-, Second- and Third-Generation Epidermal Growth Factor Receptor

Tyrosine Kinase Inhibitors in Patients with Non—-Small-Cell Lung Cancer and Brain Metastases. J. Mol. Pathol. 2021, 2, 1-10.

8) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 1le. 2019.

9) NCCN clinical practice guidelines in oncology v4. 2021: Non-Small Cell Lung Cancer

10) Metastatic non-small cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-upt(2020)
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O [Phasel/2]11) O|™ EGFR-TKI x|=2 Z ZAl#o| XM= EGFR H0| A

= MM B MOl H|AMEH Y Mol SXE oAz Cchr|a
open—label, 1/24F ©=t A (dose escalation, dose expansion, dose
extension 3parts’?) AUMA|HA S £;lstF20{ dose escalation, dose

|
expansion 12782 Mgt Z 1}

-1 Xzl otdd I ufefdolM grade 3 olatel o|4ElkEsE 209
(16%)oll A Zd35tU T grade 3 HEFHO| 4H(B%)2E JH& E5HH &Y

St =.

- 2AF X[zl MM HEZE(0RR, objective response rate), S8
7|ZHPFS, progression free survival) W7} Z1f, ORR2 =& Y
"I Al 69" (54%, 95% Cl 46-63), A7TAL "It Al 76H(60%, 95%
Cl 51-68)0llM st PFSE= =2 SUYHEE HIF Al 9.570€
(95% Cl 6.9-16.4), A7AF DI Al 8.17H&(95% Cl 6.7-11.0)0|U=.

- T790M o] Mol &AL 1082l sub-group =A0lA ORRE =&
SUHE BWIF Al 62" (57%, 95% Cl 48-67), ALK I} Al 69H
(64%, 95% Cl 55-73)oll A &d3IL, PFS= =8 SYHE BI Al
9.770&(95% Cl 6.9-not reached), ¥7AF "I Al 9.571&(95% CI
6.8-12.4)0|2AU =.

nﬁ 0=
HT T

T790M(+) M |
n=108 n=127
=g A HE ATK} o} =g U HE X} I |
objective | 62(57%, 95% | 69(64%, 95% | 69(54%, 95% | 76(60%, 95%
response Cl 48-67) Cl 55-73) Cl 46-63) Cl 51-68)
PES 9.7(95% Cl 9.5(95% Cl 9.5(95% Cl 8.1(95% ClI
6.9not reached) 6.8-12.4) 6.9-16.4) 6.7-11.0)

11) Ahn MJ et al. Lazertinib in patients with EGFR mutation-positive advanced non-small-cell lung cancer: results from the
dose escalation and dose expansion parts of a first-in—human, open-label, multicentre, phase 1-2 study. Lancet Oncol.
2019;20(12):1681-1690.

12) dose escalaton: 20, 40, 80, 120, 160, 240, 320mg % 38 Fo(T790M Wo] &4 b= 199 (50%)%)
dose expansion: 40, 80, 120, 160, 240mg % 894 FJ(20mg, 320mg A<, T790M Wo] %A 3=} tj4h)
dose extension: 240mg 1A} A& FBE 439, 22} X5 FZE 54%(T790M o] A shxt thah)
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O [Abstract]1®) o|& EGFR-TKI %2 % Z

> 7 0| A
o —_ O - — O o
T4 AN EE MolN HAMEHY Mol BAE ASR B 1/24

QAAMA|IEC| dose escalation, dose expansion, dose extension &

240mg F04 &X} 789142 A S A9,

- T790M+¢2l 76% 2| ORR2 =& ZUHE "Il Al 44H(57.9%, 95%
Cl 46.8-69.0), AKXl ®WI} Al 55 (72.4%, 95% Cl 62.3—82.4)0{ A
QS D, PFSE S8 BYAE I Al 11.07E€(95% O
5.6-16.4)0|A 0] AFTX "I Al 13.270&(95% CI 9.6-NR)0OIAZ.

- OtMM "I A1}, grade 3 O|Ate| O|AHIS 2 28.2%(22H /78 )0l M
SIS D, X2} 2 El grade 3 O|Ate| O|AHIS S 6%(52/78H)
0| S.

O [Abstract2]'6) o|M EGFR-TKI x|2 % Zl&#Ho| Xl = EGF
=4 MM EE MO|M HIAMIEEHQ Mol BXLE
AAMAIEHS | FMo| &K} 64HES 2MTH Zp7)
- 93 "I 7St ZITo| &AF 229 el FINZ o HEA HEEES
54.5%(95% Cl 33.7-75.4)0|04, I Ul HHZTHEES 90.9%(95%
Cl 78.9-100)0|2 =.

o
il (=) e
PE 2RD, We MRS
61 2LA/HEIHEZ HAE = US A2 &
FMEHS| 0| FJUE EGFR T790M =210 E
Ol M H|AMZH et etXM 2R X2 feto|2t= 2|7d 2 A Algt.

13) Lee KH et al. Efficacy and safety of lazertinib 240 mg as the clinical dose in patients with EGFR T790M mutant NSCLC:
Data from a phase I/Il study. Journal of Clinical Oncology. 2020;38(15_suppl):9572.

14) 240mge FoI3+ dose escalation 59, dose expension 197, dose extension 23 X & FTE 547 djd<l.

15) 20194 9¢ 30 7|& S84 Ax

16) Kim SW et al. Intracranial anti-tumor activity of lazertinib in patients with advanced NSCLC who progressed after prior
EGFR TKI therapy: Data from a phase I/Il study. Journal of Clinical Oncology. 2020;38(15_suppl):9571.

17) 201991 9% 309 7] 714 A3}
18) thstaket e Mol 3| ), tgkelsts( ), OlakEak7ata)( )
19) oiste|sts|( )



- AMHEE2 “0o|™Mo| EGFR-TKIZ x|®8t2 HM0| J= EGFR T790M Bi0]|
UM I FYMM E= FMOo|M dH|AMEZH e EXbel X[ZVo| Fotere
UM Z, Xl s MSSo| 37te2 osimertinib S0 SMEN US=
Z, Uixl 7tsMd 55 112 Al 2o AgotijAlE So HIPD|=
2 At Fo 2E Ad Mex=(TZ A HIEA| Hestotn HEhE = k)

O 2 str ol AS|(YA}E: 2021 28 24¢)
2. H|2M|ZH 2H(Non—-Small Cell Lung Cancer)
2o st £ xshst OI:I-I]

[
3. 1AM QH(palliative)
7t Fo{chA|: 2K} oAt

— stage IlIA O|Ate 2 Z+ (22 23 24HH H|2|)o| FoicfAlo] aliEste AP
QLUZ0E ol-™gt

o el SFoicH &t

o O|Mo|l EGFR-TKI §0i & Z&d Xsho| =telE
26 | lazertinib

T790M Ho| &M ZA XM == FMolN
(8) M= °7bE A #&

AMEES U 7Y AMeto 2 H2lx 571 2 247 =X e el S

O HMel= "ozt

- 7-'AHE|X| E)%%.




