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O EGFR M dH|AAM|ZH et

- {2 "Ha|ado| w2l H| M ZE gt AMEZH Ao Z2 I FL=Est0d, of
AlotRlo| M H|AM ZH o] EGFR FM HIS2 2 47%0|AM LIER-|O42), St
=oloj|A EGFR M H|E2 43%3), 51.3%422 HE15t1 Y2
» EGFR A H|[AAMZH e RIS Z2= oA, H|SXL, M oA

ofelo = a{ZEls)

- EGFR H#o| & F2 Ho|&= exon 19 Z2Al(del19) E+= exon 21 x|&t

(L858R substitution)22 XA 20| & 2k 40~45%= XtX|5t{ EGFRE]

Q BN M x2HEM =2 AR 2E0| AS6)

O EGFR M H|AM|EZH e X|Z7)
- MAX|=27F n2iE= 2HXtollA EGFR kMol 2elE A 11X X=2=2
afatinib, gefitinib, erlotinib, dacomitinib, osimertinib® 2 F£o{7} #A
1 E (Category 1)
» MEER2 AMRIZX|ENNA  gefitinib, erlotinib, afatinib2} SsHA|

=
—_ O
other recommendedZ A= <JA20{ osimertinib2 preferred

D
2)

3)

4)

5)

6)

20179 =7} s FAY A EIA

Anita Midha et al. EGFR mutation incidence in non-small-cell lung cancer of adenocarcinoma histology: a Systematic review
and global map by ethnicity (mutMapll) Am J Cancer Res 2015

Anita Midha et al. EGFR mutation incidence in non-small-cell lung cancer of adenocarcinoma histology: a systematic review
and global map by ethnicity (mutMapll) Am J Cancer Res 2015

Ping-Li Sun et al, High Incidence of EGFR Mutations in Korean Men Smokers with No Intratumoral Heterogeneity of Lung
Adenocarcinomas. J Thorac Oncol . 2012 Feb;7(2):323-30.

Gustavo Werutsky et al, Updated Analysis of Global Epidemiology of EGFR Mutation in Advanced Non-Small Cell Lung
Cancer. Journal of Thoracic Oncology, 2016

Erin L. Stewart. et al. Known and putative mechanisms of resistance to EGFR targeted therapies in NSCLC patients with
EGFR mutations—a review. Transl Lung Cancer Res. 2015 Feb; 4(1): 67-81.

7) NCCN Guideline, version 3. 2020. non-small cell lung cancer

8) osimertinib @A SulellA §|7F2 Sekglout wo] JAFEA @i e

9) NCCN Guideline, version 3. 2020. non-small cell lung cancer
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HE K= gefitinib, erlotinib, afatinib=

)
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National

comprehensive NCCN Guidelines Version 6.2020

Cancer
Network®

NCCN

Non-Small Cell Lung Cancer

NCCN Guidelines Index

Discussion

SENSITIZING EGFR MUTATION POSITIVED

EGFR mutation
discovered

prior to first-line
systemic therapy

Sensitizing
EGFR
mutation
positive

GFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPY®®

Preferred p .
OsimertinibPP (category 1) rogression

Other Recommended
ErlotinibPP (category 1)

or AfatinibPP (category 1)

or GefitinibPP (category 1)

or DacomitinibPP (category 1) 1
or Erlotinib + ramucirumab Reoaresmion
Useful in Certain Circumstances
Erlotinib + bevacizumab™3*
(category 2B)

Complete planned systemic

therapy,99 including

maintenance therapy,

or interrupt, followed by

osimertinib (preferred) ———— > Progression

or
erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumab™sS (category 2B)

Progression

li See Principles of Molecular and Biomarker Analysis (NSCL-G).

90 See Targeted Therapy or Immunotherapy for Advanced or Metastatic Disease (NSCL-1).

PP For performance siatus 04

See Subsequent
Therapy (NSCL-20

See Subsequent
Therapy (NSCL-21

See Subsequent
Therapy (NSCL-20

See Subsequent
Therapy (NSCL-21

_—

99 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, Arbour KC, Rizvi H, et al. Severe immune-related adverse events are common with sequential
PD-(L)1 blockade and osimertinib. Ann Oncol 2019;30:839-844; Oshima Y, Tanimoio T, Yuji K, Tojo A. EGFR-TKI-associated interstitial pneumonitis in nivolumab-
freated patients with non-small cell lung cancer JAMA Oncol 2018;4-1112-1115; Ahn M-J, Yang J, Yu H, et al. Osimertinib combined with durvalumab in EGFR-mutant
non-small cell lung cancer: Results from the TATTON phase Ib trial. J Thorac Oncol 2016;11:5115.(abstr 1360).

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

%8 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.
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Discussion

TARGETED THERAPY OR IMMUNOTHERAPY FOR ADVANCED OR METASTATIC DISEASE

Monitoring During Initial Therapy

* Response assessment after 2 cycles, then every 2-4 cycles with CT of known sites of disease with or without contrast or when clinically indicated.

Monitoring During Subsequent Therapy

* Response assessment with CT of known sites of disease with or without contrast every 6-12 weeks. Timing of CT scans within Guidelines

parameters is a clinical decision.

Sensitizing EGFR Mutation Positive
* First-line therapy

» Afatinib’

» Erlotinib?

» Dacomitinib®

» Gefitinib*®

» Osimertinib®

¢ Erlotinib + ramucirumat7

» Erlotinib + bevacizumab (nonsquamous)®
* Subsequent therapy

» Osimertinib®

ALK Rearrangement Positive
* First-line therapy
» Alectinib1011
» Brigatinib!2
» Ceritinib 13
» Crizotinib 1014
*» Subsequent therapy
» Alectinib!5:18
» Brigatinib!?
» Ceritinib 18
» Lorlatinib'®

ROS1 Rearrangement Positive
* First-line therapy

» Ceritinib2®

» Crizotinib?!

» Entrectinib??

BRAF V600E Mutation Positive
= First-line therapy

» Dabrafenib/trametinib®3
* Subsequent therapy

» Dabrafenib/trametinib2425

NTRK Gene Fusion Positive

* First-line/Subsequent therapy
» Larotrectinib
» Entrectinib?”

MET Exon 14 Skipping Mutation

* First-line theraé)yISubsequent therapy
» Ca;:n'natinib2
» Crizotinib®®

RET Rearrangement Positive

* First-line therapy/Subsequent therapy
» Selpercatinib3?
» Cabozantinib®132
» Vandetanib

PD-L121%
* First-line therapy*
» Pembrolizumab34-2¢
» (Carboplatin or cisplatin)/pemetrexed/
pembrolizumab (nonsquamous)®”
» Carboplatin/paclitaxel/bevacizumab™*/
atezolizumab (nonsquamous) 8
» Carboplatin/(paclitaxel or albumin-bound
paclitaxel)/pembrolizumab (squamous)®®
» Carboplatin/albumin-bound paclitaxel/
atezolizumab (nonsquamous)*?
» Nivolumablipilimumab®*!
» Nivolumab + ipilimumab + pemetrexed +
(carboplatin or cisplatin) {nonstql.tamousl42
» Nivolumab + ipilimumab + paclitaxel +
carboplatin (squamous)42

PD-L1260%
* First-line thera;‘:‘%
» Atezolizumab

*Continuation maintenance refers to the use of at least one of the agents given in first line, beyond 4-6 cycles, in the absence of disease progression.
**An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

References

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.
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Stage IV lung carcinoma with EGFR-activating mutation
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Figure 3, Treatmeant algarnithm for <tage IV lung cartinoma with an EGFR-activating mutation, “Depending on approval status and refmburse-
ment. ofNA, cell-frae DNA; BGFR, epidermal growth factar receptor, MCES, Magnitude of Clinical Benafit: Scale: PS, performance status; /T
rachothwerapy

[Pan—Asia ESMO Guideline (2019)]



O AMHEEE EGFRE2 d9Hst= EHXEMZE, “AMuMEzMHAAXTEA
(EGFR) & 19 Z& e oA 21 | 858R %8 Hol7) e 24 R
M = Mo|M H|AMEZHQ (NSCLC) &HXbe| 1xF X|&27d| 5{7iete &4
T stetH 2l

HER2(ErbB2), HER4(ErbB4)2l kinase domainsoll &FZEHst0d, ErbB
Al SMELS AX|5l0] UM EIF MES HETZE £ 210)

== = c o= OoT L/ 4 H/

(3) WM H JaXI=ZX[H

O AMHEES WIMIDI120A EGFR M ZISHM H|AMEZH ol 1Xt X 2|
ZEM A2 = U= Tyrosine Kinase XMafid & stt2 A70E10 A20q,
Zto| E2fel13)190l M gefitinib, erlotinib, afatinib2} SY§t == (other
recommended, IA)22 A= AS15).

(4) eletAled Zxf

]

O A&EEZS 37IHel YoM et dz Reds dolsle Ao A
oz 1H9| et 3 HF 2 =HAT 9 282 HEE

O [RCT 34, ARCHER1050]16) A 20| ZIHEl EGFR H40| M ZH 2 1IB/IVY
Mol(n=452)E &7 2 AMHED} gefitinibe 505101 Al S T2+ bl
o, 37H, 34, ch=71 aA™ Aot
- 11X gItX[xEel Y FrHMET|ZHmedian Progress—free survival,

mMPFS)2 AMEED 14.770¥, gefitinibx 9.270 €2 |®olst Xfo|E EH
=(HR 0.59;95% CI| 0.47-0.74, p<0.0001)

- 2At "HIFK|FEel A HEZ(Objective Response)2 HE 2l

ok

Ixp e Al

rir

10) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 11e. 2019.

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

12) Goldman-Cecil Medicine, 26th ed, 2020

13) NCCN, Non-Small cell Lung cancer, v.3.2020

14) ESMO guideline 2019

15) osimeritinib< prefered recommeneded 3} A-S(NCCN guideline ver3.2020, Non-Small Cell Lung Cancer)

16) Wu YL, Cheng Y, Zhou X, et al. Dacomitinib versus gefitinib as first-line treatment for patients with
EGFR-mutation—positive non-small-cell lung cancer (ARCHER 1050): a randomised, open-label, phase 3 trial. Lancet Oncol
2017;18(11):1454-1466.

17) H5o] 8l A=t Ho] shab= A9 ¥



HEDL 170H(75%), gefitiniba 161 (72%)2 72|t XI0|& EHO|X| £
StR 2 LHp=0.4234) SLESX[ZF7|ZHmedian Duration of response,
mDOR)2 AIHET 14.87H& gefitinib® 8.37¥ =2 we|st X}o|E LIE}
MS(HR 0.40;95% Cl 0.31-0.53, p<0.0001)

o 22 EFS (Complete Response, CR), S22l EHS(Partial Response,

PR)2 AMEET0IM CR 5%(12/227), PR 70%(158/227)2 LIEtG 20,
gefitinib@0oll A CR 2%(4/225), PR 70%(157/225)2 LtE},

- el dr #AESHod 3k oy FAE LdsE=2 MUEEFLZoAM 12%,

gefitinib@oll M 11% 2 H|3tA LD, AMEZ oA JHE Bo| EnE of4t

HE2 HEERZY IFY(14%), MAHI%)F 204 gefitinibolA 71t
HIHSE o|AtHEE 2 ALT S7HB8%)F 2

O [ARCHER1050 5o47—dZERA|18) A 20| ZIEhEl EGFR 10| HlM| aH et
NIB/IVZ| Mel(n=452)5 thatez AMEHED gefitinibe F0i5t0] Al &
FAREE, S0, 3¢, Ci=7F Al E 31.371E FHAUES] dE=
Mk Aot

I'

- 1A GIOIX| 22l 5 M=7|ZHmedian Overall Survival, m0OS)2 Al
= 34.174€, gefitinib® 26.87l¥€=2 wost XO|E EHF=S
0.760;95% CIl 0.582-0.993, p=0.0438)

-2 XY T L KT BEMOAM FTEHXNZZA SASISIQHXIEE M
ENSE H0| AMEHEDOAM 27.8%, gefitinibbTolM 35.6% =2 7I& H2 H
22 AX[5IF 2L, mOS= &5 X &2 3Mt EGFR TKI MM E ME4SH
SR (MEET 9.7%, gefitinib 11.1%)0llAM JHaF Z2AH 2EEAS (A
HET 36.771€, gefitinibz 0| £=H)19)

O [ARCHER1050 8% 22 8k =4]200 Mj=0| ZIThEl EGFR $10] H|ZAM| = |
2t 1IB/IV7| del(n=452)& M2 AMHE0A 8T Ao st
2 ddant 3 oM KXol tHai "rteh 22t

dETOAM 14770, ST Ao 16.67HE 0},
MEZETOIM 34170, 8 43S ZollM 36.771E =2 LEHR

18) Mok TS et al. Improvement in Overall Survival in a Randomized Study That Compared Dacomitinib With Gefitinib in Patients
With Advanced Non-Small-Cell Lung Cancer and EGFR-Activating Mutations. J Clin Oncol. 2018 Aug 1;36(22):2244-2250.

19) & A 8ol w2 AAHELI gefitinibwt 9] 5% AE7]17Hmedia Overall Survival)

subsequent treatment dacomitinib (n=227) gefitinib (n=225)
Chemotherapy 29.5 (25.1-37.7) 246 (21.3-29.1)
39 generation EGFR TKI 36.7 (30.1-NR) NR (NR-NR)
7| B EGFR TKI 34.7 (15.6-NR) 32.1 (20.5-NR)

20) Corral J et al. Effects of dose modifications on the safety and efficacy of dacomitinib for EGFR mutation-positive
non-small-cell lung cancer. Future Oncol. 2019 Aug;15(24):2795-2805

_8_



—~
o
~

Ojo

» CHAE Z3 43 22 a 218 BEASIE M, 45mg 7AIT HCf
154 (45—30mg), 2EHAI(45—30—15mg) 2 Z4EFslod 22 =Hst Fof

M mPFS & mOS7t 25 &7t51%321)

= EBHoZ FoY2 SHE At H|E2 45mg 34%, 30mg 38%,

15mg28% % =

oM o, RE Y A FAZME A oY RIS HAL
0f 3% old RAEs ZES HI82 24.7%A 1, 1CHA, 2CHAHE 24
st EFE ZEYSTE ZE FHIM =2 S2° FEHE ¢H H|E
Of ZHASIAS

= Y 4Y F 3k ojd FEE ¢ g2 =52 TFY 156.3%0l

2 H
M 6.7%, AL 11.3%0IM 4.0%, &E&5T9E 7.3%0M 4.7%, TS
3.3%0M 2. 7% 2 LSS

A shs|22)0 wEH MEES 2MM EGFR TKI X ZM=2M azZd
2 ool EGFR &M H|&MZH 2 1Xt X[=0| gefitinib tHH] mPFS
mOS, DoR & &&X|ZolM fEHLdS AdS5et EHX=ZHOIX|Z, T
HEZAMOM Z=7[of gefitinibo| ECt 3t Z2E LIEI = RAE A

St

5

4>

HEO0| 7|= 1,2Mf TKI x2HM Lt B2t
(@] % o

Al
—
& e S ouH Meiof Tyt Wes

AzA Be of R
O 2MEE2 "MuMEzdgdAdXrTE3AM(EGFR) A& 19 Z& Es A 21
L858R x|2F H#o|7} Ues I MM L= HMOolM dH[AMEm et
(NSCLC) EtAte| 1x} xX|270 &{7f &2 kM2, EGFR #Ho|7t A= Z
MM L= MOo|M dH|AMEH ol gefitinib, erlotinib, afatinib 0] 207
D ez tHItsd 52 18 A, 2N e AU MAE F2
S X o

Ho|E 2 Hxt Sof st AY Hex(RE4a gtEA] st oo

sHEatcte 27 o2&,

21) &% x4dd W& mPFS, mOS H]1l
dacomitnib(n=227)
45mg X|& /X[ 45—-30mg 2% =F# 45—>30—15mg 8 =& T
(n=77) (n=87) (n=63)
median PFS (95% ClI) 9.1mo (5.6-12.8) 12.9mo (10.8-16.7) 31.2mo (16.5-35.1)
median OS (95% CI) 22.0mo (15.6-26.4) 32.6 (28.8-37.7) NR (34.7-NR)
22) tigtsesi( ), ulghE g 8ts( ), thakakel o el 3)( )
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- stage IlIA O|ate =z Zt odtio| Fo{Chatd]| siEst= 249 RYZHE el™dst
o4t 2ol e B S 0{CH A
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