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« Differences btw International Guidelines vs HIRA Guidelines

v" Drug Reimbursement criteria (2A 20 7|&)
@ Mutation-Specific Targeted Therapy
@ Use of Immunotherapy
® Combination Regimens
@ Rare Mutation Treatments
v' Claims Review (A& A

« Other things during CTx in South Korea
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National Comprehensive

NCCN | Cancer Network®

National Comprehensive
NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Small Cell Lung Cancer

Version 4.2025 — January 13, 2025
NCCN.org

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.

Trials should be designed to maximize inclusiveness and broad representative enroliment.

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Non-Small Cell Lung
Cancer

Version 5.2025 — June 20, 2025
NCCN.org

NCCN Guidelines for Patients® available at www.nccn.org/patients

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.
Trials should be designed to maximize inclusiveness and broad representative enrollment.

NCCN Guidelines for Patients® available at www.nccn.org/patients
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« Differences btw International Guidelines vs HIRA Guidelines
v' Drug Reimbursement criteria (2A 20 7|&)
@ Mutation-Specific Targeted Therapy
@ Use of Immunotherapy
® Combination Regimens

@ Rare Mutation Treatments
v' Claims Review (A& A

« Other things during CTx in South Korea



Case

M/60, dyspnea

Never smoker
ECOG 2
mMRC III DOE




M/60, dyspnea

 Never smoker
« ECOG?2
« mMRC III DOE

« Pericardial effusion
* Pleural fluid analysis
- metastatic adenocarcinoma

« EGFR, ALK, PDL1 (pending)

20170619 |



Adenocarcinoma, but EGFR/ALK(pending)?

I
. O| HLlOfC| Xto
. stage IV adenocarcinoma @ TATO| Z=OrEt A0
CtXl slote gl = O AlS 13 Ll vs. 25
* oo OI-I:IED|_I_7|O-IE:|T'__ o%l' = U T
Comahensive NCCN Guidelines Version 3.2025 NGCN Guitielngs ndex
able of Contents
IV[¥# B Cancer - N
Notwork® Non-Small Cell Lung Cancer Discussion
CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTINGM?
SUBTYPE®
* Molecular testing, including:
. . » EGFR mutation (category 1), ALK (category 1),
o _ ' f:fg’;“g:ﬁc'“""‘a KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
. Estabhsg histologic « NSCLC not skipping, RET (category 1), ERBB2 (HER2), 00 » |Results
subtype* with otherwise NRG1, HER2 (immunohistochemistry [IHC]) (NSCL-20)
adequate tlssu_e for specified (NOS) » Testing should be conducted as part of broad
molecular testing P molecular profilingPP
Advanced (consider rebiopsy™™ * PD-L1 testing (category 1)
or or plasma testing if
metastatic appropriate)
disease * Smoking cessation
counseling
* Integrate palliative * Consider molecular testing, including:99
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for S I NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) quamouscell _,| ERBB2(HER2), NRG1, HER2 (IHC)°® —  »|Results
carcinoma » Testing should be conducted as part of (NSCL-20)
broad molecular profilingPP
* PD-L1 testing (category 1)
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Case

M/60, dyspnea

* NSCLC, Adenocarcinoma, T4N2M1b
(pericardial/pleural, bone, brain), stage IVB
s/p Pemtrexed + Cisplatin #1-4 (2017.06-09) > PR

PDL1 22C3 (10%)
ALK-FISH (negative)
EGFR PNA clamp (Exon 19del)




NCCN guideline, 2018

SENSITIZING EGFR MUTATION POSITIVERh

EGFR mutation
discovered
prior to first-line
chemotherapy

Sensitizing
EGFR
mutation
positive

FIRST-LINE THERAPY™M

Erlotinib"" (category 1)

or
Afatinib"" (category 1) Progression
or

Gefitinib"" (category 1)

or

Osimertinib™™ » Progression

EGFR mutation
discovered

during first-line
chemotherapy

Complete planned
chemotherapy,
including maintenance
therapy, or interrupt, » Progression
followed by erlotinib
or afatinib or gefitinib
or

osimertinib » Progression

See Subsequent

Therapy (NSCL-19)

See Subsequent

Therapy (NSCL-20)

See Subsequent

Therapy (NSCL-19)

See Subsequent

Therapy (NSCL-20)




Case

M/60, dyspnea

* NSCLC, Adenocarcinoma, T4N2M1b
(pericardial/pleural, bone, brain), stage IVB
s/p Pemtrexed + Cisplatin #1-4 (2017.06-09)
s/p Pemtrexed maintanence (DR 90%) #11 (~2018.04.25)

« @ pericardial eff/pl eff57}, r/o LMS 2| M A A
Erlotinib change (2018.05.10~)

—
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Case

M/60, dyspnea

« NSCLC, Adenocarcinoma, T4N2M1b
(pericardial/pleural, bone, brain), stage IVB
s/p Pemtrexed + Cisplatin #1-4 (2017.06-09)
s/p Pemtrexed maintanence (DR 90%) #11 (~2018.04.25) PD

> Erlotinib change (2017.05.10~)
> PD 2019-04-04

> Rebiopsy: T790M (+) > Osimertinib (2019-05-08)

> maintain Osimertinib until 2025.07

2025E0] O 2X}E TtGEHEtH .,
(AlEe)
OIX| E ALESIHA PD7} OfL|2tH, HCH 2kS HO{M QHEICY,

| -




NCCN guideline, 2025

EGFR EXON 19 DELETION OR
EXON 21 L858R MUTATIONS""

EGFR exon
19 deletion
or exon

21 L858R
mutations

EGFR mutation
discovered

prior to first-line
systemic therapy

FIRST-LINE THERAPY™

Preferred

: = . es i
Osimertinib>® (category 1) ,. Progression

Other Recommended

Amivantamab-vmjw + lazertinib (category 1) —» Progression—»
or

Osimertinib + pemetrexed + (cisplatin or .
carboplatin) (nonsquamous) (category 1) Progression ’

Useful in Certain Circumstances

Afatinib®® (category 1)

or Dacomitinib®® (category 1)
or Erlotinibs® (category 1)

or Erlotinib + bevacizumab"4-¥V
or Erlotinib + ramucirumab

or Gefitinib®® (category 1)

» Progression—»

EGFR mutation
discovered during
first-line systemic
therapy

Add osimertinib to pemetrexed +
(cisplatin or carboplatin) (nonsquamous)
or

Interrupt current therapy™""W-** and start
Osimertinib or Amivantamab-vmjw + » Progression —»
lazertinib™

or

Afatinib or Dacomitinib or Erlotinib }‘

— Progression——»

or Erlotinib + bevacizumab""¥¥
or Erlotinib + ramucirumab or Gefitinib

— Progression——

Subsequent Therapy
(NSCL-22)

Subsequent Therapy
(NSCL-22)

Systemic Therapy,
Subsequent (NSCL-K 4 of 5)

Subsequent Therapy
(NSCL-23)

Systemic Therapy,
Subsequent (NSCL-K 4 of 5)

Subsequent Therapy
(NSCL-22)

Subsequent Therapy
(NSCL-23)



NCCN guideline, 2025

EGFR EXON 19 DELETION OR
EXON 21 L858R MUTATIONS""

EGFR exon
19 deletion
or exon

21 L858R
mutations

EGFR mutation
discovered

prior to first-line
systemic therapy

FIRST-LINE THERAPY™

|Freferred
5 i H | 55 i i AN

Subsaausnt Therany

WW 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 using osimertinib in combination with or following
checkpoint inhibitors. The rate of side effects (pneumonitis) is higher within 3
months. Schoenfeld AJ, et al. Ann Oncol 2019;30:839-844; Oshima Y, et al.
JAMA Oncol 2018:4:1112-1115; Oxnard GR, et al. Ann Oncol 2020;31:507-516;

Gettinger S, et al. J Thorac Oncol 2018;13:1363-1372.

therapy.

XX If there is a good response to current therapy, it is reasonable to continue

or Erlofinib ¥ ramuciruma
or Gefitinib®® (category 1)

EGFR mutation
discovered during
first-line systemic
therapy

Add osimertinib to pemetrexed +

(cisplatin or carboplatin) (nonsquamous)

or
Interrupt current therapy™""W-** and start

, Systemic Therapy,
——* Progression— g b sequent (NSCL-K 4 of 5)

Subsequent Therapy

Osimertinib or Amivantamab-vmjw +
lazertinib™

or

Afatinib or Dacomitinib or Erlotinib
or Erlotinib + bevacizumab4-¥V

or Erlotinib + ramucirumab or Gefitinib

:

> Progression — (o 99

> Progression—— niees bt Therapy
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NCCN 2025. ver5

TESTING RESULTS™MM.NN

EGFR exon 19 deletion or exon 21 L858R mutation positive NSCL-21
EGFR S768l, L861Q, and/or G719X mutation positive NSCL-24
EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK rearrangement positive NSCL-27
ROS1 rearrangement positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
METex14 skipping mutation positive NSCL-34
RET rearrangement positive NSCL-35
ERBB2 (HER2) mutation positive NSCL-36
NRG1 gene fusion positive NSCL-37
PD-L1 21% and negative for actionable molecular biomarkers above NSCL-38
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-39




NCCN 2025. ver5

EGFR EXON 19 DELETION OR FIRST-LINE THERAPY'™

EXON 21 L858R MUTATIONS™"
Preferred sub .
Osimertinib®s (category 1]. _ Progression h:l'lséfflzuzem erapy

Other Recommended

- n _ . Subsequent Therapy
Amivantamab-vmjw + lazertinib (category 1) —» Progression—» i
or (NSCL-22)
Osimertinib + pemetrexed + (cisplatin or
carboplatin) (nonsquamous) (category 1)

Systemic Therapy,

— > Progression—s /1 sequent (NSCL-K 4 of 5)

EGFR mutation

di‘_.scovered . —»|(Useful in Certain Circumstances
prior tﬂ_ﬁrst-llne Afatinib®® (category 1)
systemic therapy or Dacomitinibs® (category 1)
or Erlotinib®® (category 1) - . Subsequent Therapy
EGER exon or Erlotinib + bevacizumab""VV > Progression NSCL-23
: or Erlotinib + ramucirumab
19 deletion g
or exon or Gefitinib®® (category 1)
21 L858R . - i
: Add osimertinib to pemetrexed + . Systemic Therapy,
mutations (cisplatin or carboplatin) (nonsquamous) Progression—— subsequent (NSCL-K 4 of 5)
or
Interrupt current therapy"W"W-** and start Sub ¢ Th
EGFR mutation Osimertinib or Amivantamab-vmjw + » Progression —» {ﬁlséfflzu;]n erapy
discovered during lazertinib™
first-line systemic or

therapy Afatinib or Dacomitinib or Erlotinib
or Erlotinib + bevacizumab""¥¥ Progression— s{ﬁlgéf?zu;]m Therapy
or Erlotinib + ramucirumab or Gefitinib



National

Comprehensive | NCCN Guidelines Version 5.2018 |

Network®

NGO Cancer Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents
Discussion

SENSITIZING EGFR MUTATION POSITIVENP

EGFR mutation
discovered
prior to first-line
chemotherapy

Sensitizin
EGFR
mutation
positive

EGFR mutation
discovered
during first-line
chemotherapy

(O

FIRST-LINE THERAPY™™M

Erlotinib"" (category 1)

or

Afatinib"" (category 1) Progression
or

Gefitinib"" (category 1)

Osimertinib"" (category 1) |—> Progression

Complete planned
chemotherapy,
including maintenance
therapy, or interrupt, |—— > Progression
followed by erlotinib
or afatinib or gefitinib
or

osimertinib » Progression

See Subsequent

Y

Therapy (NSCL-19)

See Subsequent

Y

Therapy (NSCL-20)

See Subsequent

\

Therapy (NSCL-19)

See Subsequent

Y

Therapy (NSCL-20)




National

INO®WN Cancer

Network®

Comprehensive

NCCN Guidelines Version 2.2019

Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents
Discussion

SENSITIZING EGFR MUTATION POSITIVEhh

Sensitizing
EGFR
mutation
positive

EGFR mutation
discovered prior to
first-line systemic
therapy

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPY™™M

Osimertinib"" (category 1) Progression
(preferred)

or
Erlotinib"" (category 1)
or

Afatinib"" (category 1) _
or —— Progression

Gefitinib"" (category 1)
or

Dacomitinib"" (category 1)

Complete planned

systemic therapy,

including maintenance

therapy, or interrupt,

followed by

osimertinib (preferred) —— > Progression

or erlotinib or
afatinib or gefitinib or |—~ Progression
dacomitinib

See Subsequent

Therapy (NSCL-20)

See Subsequent

4

Therapy (NSCL-19)

See Subsequent

 J

Therapy (NSCL-20)

See Subsequent

4

Therapy (NSCL-19)




National ; . . L
Comprehensivel NCCN Guidelines Version 3.202( HCCH Blidenes Index
sy OTCCT Non-Small Cell Lung Cancer Discussion

SENSITIZING EGFR MUTATION POSITIVEI
FIRST-LINE THERAPY®°°

Preferred | - P . , See Subsequent
OsimertinibPP (category 1) | rogression Therapy (NSCL-20)

Other Recommended
ErlotinibPP (category 1)

EGFR mutation or AfatinibPP (category 1)
dISCOVG;Ed | —, |or GefitinibPP (category 1)
prior to first-line or DacomitinibPP (category 1) : . See Subsequent
systemic therapy or Erlotinib + ramucirumab > Progression " Therapy (NSCL-21)
Sensitizi Useful in Certain Circumstances
Eg;:s"? 1zZIng Erlotinib + bevacizumab'S$
mutation (category 2B)
positive Complete planned systemic

therapy,99 including

maintenance therapy,

EGFR mutation or interrupt, followed by

discovered during osimertinib (preferred) » Progression > ?ﬁgrggss(ﬁ%lgﬂtzoy

first-line systemic or

therapy erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib + . See Subsequent
ramucirumab or erlotinib + > Progression > Therapy (NSCL-21)
bevacizumab™S® (category 2B)



NCCN 2025. ver5

EGFR EXON 19 DELETION OR FIRST-LINE THERAPY'™

EXON 21 L858R MUTATIONS™"
Preferred sub .
Osimertinib®s (category 1]. _ Progression h:l'lséfflzuzem erapy

Other Recommended

- n _ . Subsequent Therapy
Amivantamab-vmjw + lazertinib (category 1) —» Progression—» i
or (NSCL-22)
Osimertinib + pemetrexed + (cisplatin or
carboplatin) (nonsquamous) (category 1)

Systemic Therapy,

— > Progression—s /1 sequent (NSCL-K 4 of 5)

EGFR mutation

di‘_.scovered . —»|(Useful in Certain Circumstances
prior tﬂ_ﬁrst-llne Afatinib®® (category 1)
systemic therapy or Dacomitinibs® (category 1)
or Erlotinib®® (category 1) - . Subsequent Therapy
EGER exon or Erlotinib + bevacizumab""VV > Progression NSCL-23
: or Erlotinib + ramucirumab
19 deletion g
or exon or Gefitinib®® (category 1)
21 L858R . - i
: Add osimertinib to pemetrexed + . Systemic Therapy,
mutations (cisplatin or carboplatin) (nonsquamous) Progression—— subsequent (NSCL-K 4 of 5)
or
Interrupt current therapy"W"W-** and start Sub ¢ Th
EGFR mutation Osimertinib or Amivantamab-vmjw + » Progression —» {ﬁlséfflzu;]n erapy
discovered during lazertinib™
first-line systemic or

therapy Afatinib or Dacomitinib or Erlotinib
or Erlotinib + bevacizumab""¥¥ Progression— s{ﬁlgéf?zu;]m Therapy
or Erlotinib + ramucirumab or Gefitinib



2024.01 20 E

LN MICIZEEIIE
OICHAY SEE B
3 41 2,00091¥! | 06,30 - 07,25

INedicalTimes

| g4 g2 H|ef-apo]2 2|=717|-Al B QUL HEFTV

B4 > AT - e

| @fef All2fx-Efd2|4A 2024'A 1EFE 1k} K|z SHHE

& O|x[2 Z|xt atsChIE 2023-12-20 20:25:03

HO|0|E: 2023-12-21 09:05:32

DIOI®

DR oI T ZRIA W} 4 28 AR
okl 0| BN ME} Zat ) HE o wel H4

[CICIZEIRIZ=0|X|¥ 7|A}] H2rAH G, 2fl0|XE|H)2t Ef22| A (OFAERA|HIZE RAIHE|E)ZF LHE (2024
H) 122 O M- Tt HAM|ZH 2 14 X 28| 2 2047 = EZEICH

C

-

g

ZAMANSE K| 2H| DU DHE(OIAESHH|UIZHE LE 122E S0 FIYSCt

— *

SASXSE 20 H28A YL HEMAC|PIIS(0]5 2HA)S FT AAHIH 22 Y FojABTAUE I
OHAIOH S ! ALSHI| Srh x| AlSHao) T, SOIEA W2t ZS ozt



FLAURA (1L Osimertinib)

N Engl J Med 2018;378:113-25
I

* 556 patients with previously untreated, mEGFR (exon 19 deletion or L858R) advanced NSCLC
e 1:1 ratio -Osimertinib (80 mg once daily) or a standard EGFR-TKI (gefitinib or erlotinib)
* Primary end point : investigator-assessed PFS

A Progression-free Survival in Full Analysis Set

No. of Median Progression-free Survival 1.0
Patients (95% Cl) Hazard ratio, 0.80 (95.05% Cl, 0.64—1.00)
mo 0.9 P-0.046
Osimertinib 279 18.9 (15.2-21.4) | 05
Standard EGFR-TKI 277/ 10.2 (9.6-11.1) '
Hazard ratio for disease progression or death, T o7
0.46 (95% Cl, 0.37-0.57) s
P<0.001 A el
g  10- 3
T 3 0.5
g 0.8 5 Osimertinib
4 2 0.4
P 06- o 2 . .
&S Osimertinib -§ 0.34 Median Overall Survival Comparator EGFR-TKI
w S a (95% Cl)
gm 0.4 mo
= 02 Osimertinib  38.6 (34.5-41.8)
o 0.2 014 Comparator 31.8 (26.6-36.0)
S Standard EGFR-TKI ' EGFRTKI
& Ovo ! ! ! ! ! ! I I ! 0.0 I I I I I I I I I I I I I I I I I 1
0 3 6 S 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Month Months since Randomization



Sequential Afatinib and Osimertinib in Asian mMEGFR NSCLC

« 168 Asian mEGFR advanced NSCLC, enrolled UpSwinG (2019-2020) and GioTag (2017-2019)

168 Asian patients with EGFRm+ NSCLC
treated in real-world practice

First-line afatinib T790M
Median ToT: 14.5 months

All patients (N = 168)

Second-line osimertinib

Median TeT: 11.0 months

Median TTF
30.0 B Median 0OS

Patients with Del19 (n = 109)

63.5

0 10 20 30 40 50 60 T0

Months

Table 2 TTF and OS in Patient Subgroups

Median TTF

(Months, 95% CI)

Median OS

(Months, 95% CI)

L858R (n = 59)

25.1 (20.5-30.4)

All patients (n = 168) 30.0 (24.5-32.5) 45.2 (41.7-71.1)
Mutation type
Dell9 (n = 109) 31.2 (25.8-38.2) 63.5 (42.3-71.1)

39.1 (29.3-48.5)

Brain metastases present

No (n = 138) 30.4 (25.1-33.5) 45.2 (41.7-71.1)
Yes (n = 28) 23.9 (20.3-NR) 26.4 (19.1-29.6)
ECOG PS
<2 (n = 131) 30.6 (25.1-36.0) 485 (41.8-71.1)
=2 (n=13) 29.6 (15.6-NR) 33.1 (17.1-NR)

Abbreviations: Cl, confidence interval; ECOG PS5, Eastern Cooperative Oncology Group performance status; MR,

not reached; 05, overall survival; TTE time- to-treatment failure.



RESET Study: sequential Afatinib, followed by Osimertinib in mEGFR Advanced NSCLC

« sequential afatinib and osimertinib 2| time-on-treatment (TOT), overall survival (OS)
* 401 patients who received 1L afatinib

Enroll 735 patients EGER mutation

- Pathalogically confirmed NSCLC L858R 123 (30.8)
- AJCC stage 3B, 3C, 4A, and 4B b -
- Received first-line afatinib treatment Others® 54 (13.5)

: Table 6. Comparison of RESET with other previous real-world
Exclude 289 patients

- 54 Continued afatinib treatment studies
¥ - 12 With no data updates
- 77 Transferred or lost to follow-up during afatinib Median OS
- 146 With no available data on second-line treatment 1

(95% CI, mo)

446 P‘aptients
| .| 26 Received osimertinib without T790M mutation RESET 153 54.3 {46'?_61'9)
| or with no EGFR data on second biopsy Dell19 05 501 (48"}’_69_5}
I 166 Patients (T790M positive) I L858R 55 46.5 {33'2_59"’?)
- Received osimertinib as second-line treatment GiuTag+UpSwinG [15] 168 452 (41.7-71.1)
.| 235 Patients (T790M negative or unproved) Del19 109 63.5 {42'3_"?1'1)
"| - Received other therapies as second-line treatment LS58R 50 391 (29.3—48.5)
| 19 Received other therapies CI, confidence interval; Del19, deletion 19; OS, overall survival.

"| despite positive for T790M mutation

Cancer Res Treat. 2023;55(4):1152-1170



Mutation-Specific Targeted Therapy
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- stage ITIA O| 2 2 27 HRHO| FOLHY O Sfiot= 87 Y0 E AT
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7t. E0EA: 1XHfirst-line)

= 1XZ 2F MOFIL}, 2X0| 2 2

ALR 31 OFEICE .

- stage A Of¥C= Zt HHHO| RO oidole 8% 2Y=0HE 21E e
CitH oY S0irhet CEOjTHA: 1%} O]At | = 1K} O| At 2 AT 4= QL
, dacomitinib EGFR SAS0EI0[7} QL= - stage A O[22 Zf AHHO SOV siFsle 4% QYSNHE 2SR
(H2020-321%: 2020.12.1) =4 Zdd E= 8018 ot sjorQw E0jTHAt
L gefitinib
g | CoImertinid FGPR 3 19 Ei = 9 N (H2006-45: 2006.1.9, 75 H2006-10%: 2007.1.1,
e Zl = FOp e -
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] RjEH B0 Ol A RIS T KO erlotinib 24 XIS EC HOA
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[=1
=

= UL

HH sy SO{chy
cnzotmlb 7t SEd FoE QIMBIEAALK) YAl
20 | (2015-775: 2016.5.1, M2016-3438: 2017.1.1, - AAMRg E=
W8 H2019-41&: 2019.3.1, 7 H2019-136&: 2019.5.1, obk
_OpAT4 A
WA H2020-2825: 2020.11.1) Lt. ROST-g™ =atldd = M0l
cer|t|n|st
21 (I1I2{J16 2152 201581 J'|'|J'H I‘||2018 2522 201811 1
78 H2021-129%: 2021.5.1.)
alectinib™®
WE‘-UE‘)I E-lIIZ"-_ OIJJIﬂ-E}RJ_(ALK) %}FA‘|Q|
22 | (12017-2138: 2017.10.1, 74 H2018-2958: 2018.12.1, i e oS
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Use of Immunotherapy

| ¢ A1331510 /4 25 HEQY DAKESEIAIN QY

4. 14X Q H(palliative)
7t. B THA|: 1X}(first-line)

Ct, SO CHA|: 2%} o] &

Pembrolizumab

PD-L1 25 QLS HIR = 50%T)0|2A

EGFR = ALK HO0[7t 8=
s (stage V)

iz 35 T 008 O1F MLE 22 28
¥ RS UQHOR durvalumab |2 AT Al 20 E7f

Pembrolizumab
+Pem/Platinum

Pembrolizumab
+Pacli/Platinum

EGFR T= ALK 0|7} Gi=
L0k HFEELIMILE

¥ MASISIQH/HESHIAM  JRIKSIUSISHIAIOH
ig Z8 = 6/4E 0| XLt 32 =&

X HOHSIQEOR durvalumab s AT Al 20 E7F3t
¥ platnum2 £7| 437 #H8 F0 07 Tk
gt

0ty EELIMIE

X MESBIQH/+ES HT0W (MRS
= £ F 04 01 1St 32 28

¥ HHSIQHOR durvalumab X2 AT A| 20 E7f8

% paclitaxel} carboplatin2 £7| 457| g T 0%

015K OfUE!

pembrolizumab™’

PD-L1 %ol Q4(Ze HIg = 50%7) Ok
O1F{ w378t SIB{QH0| AZ0| QU= BXI2 K
TIsH0| SQIE! SHX} (stage 1B OJA)

% EGFR E= ALK H0[7t 221 2Rt=
S01E X|SHE ENgH 5 ZY Tk
Wi27]8h SISIQHHNE At 2L

% O TAIMQHOZ PD-1 inhibitor § HAHUEY
A2 WA %2 420 3 (3, Hsoeye=
durvalumab %= A0 A| 20 2712)

0|13t 00| et
| 3
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el
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L
. gyal
DFe 4S8 geiay
T2 21 oA=3|(gh) <AlAM S
—
I EFSH n J|E SotH| HEQY (7]|E gagy Bolun e
H2oHvE -40. 7|Ef SH HERH
— QUTOZ QIHE| M = HAIQY(JIE S0 Ef AAXS HE Alpletel =2 ), LN E
mopmecy | DS 0SS F9 |E Yoiayol EoIRUES J|Ee| oY ES H2Y. 0| A, 2%430] (Z|E 2L EOURREN ot AlA
HIS HEe CHet 2ol ZIxHsHor 2 H A M ZEH 2 (AA 59
OF =i (1) ‘Lazertinib + Amivantamab(H|=201)" | Palliative 1L
71 7|E St Bt Sretw|ol HE QY S AZo|obEotEN 2| STt el O|u (2) ‘Osimertinib + Pemetrexed + Platinum’
LE) S0ichA 2 1= Sty ol SoIHS (R, SoIthY, SOIE, £0124) ofu -
E)Dr.a:t Hof=olngto] £0f A2 ‘HAIM TR USHZZEY 10022 100 —
' - HH 2 7| Ht SHOFS)SHQ EH
ZolvEl), B2 ofFel S0f LS ‘QUZ0HIS FAM(RED )0 B7| (® ‘[Neoadjuvant] Durvalumab + %5 7|2 SR S
— Durvalumab’
K J|EtAFE (4) ‘[Neoadjuvant] Nivolumab + B2 7|8t ot tztstQ B
(71E Sretaw Tt B SRHI9| HE2Y S01 Al, 0% X0 S AIE ofF 5 20f 7kt ool £ ® ‘[Neoadjuvant] Pembrolizumab + 27|t
C1A| 201 H20| SIX| %S + USS BXI0|H| S| ALH 2 S £0f stofot & S _ e
SIS sie BTAIEe] s710/22, S0f  Si7hAKIe] HZOHE Solsin Sofstolop || - © o 2r2f 25 — Pembrolizumab’
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Combination Regimens_VEGF inhibitor

I
7. EOIEHA: 1XKfirst-line) . * ECOG 4599 (N Engl J Med 2006)
- stage A OlgC= Z} GO SO0 oigdols 4% QY50E U8 1007 i 070
P=0.003 o
EE ﬂgﬂﬂ Eo:lqlﬂ 80 BPC group
= (305 events in A A
bevacizumab(100/100) J+ paclitaxel + carboplatin 2 - Aot '{fz]e3n;1eflllsan13ugvr|]\1/al
X ‘bevacizumab' 2 2l HAig =Q0| REES & £ A ' o
1 @ *
(BR00B-73: 20089.1, 748 HR010-128: 2010.12.15, A20| 7155 KA HO|A § =1 Ny
HE H2014-168: 2014.35) EE ey HEEATME " Gtk evmtain e
- ] i i ) = L [ 433 patients) "=
bevacizumab(100/100) - gemcitabine + cisplatin | (EGFR SHISAIHOPL = Z2= M) e
X ' O o7t AMOHS HOo|| EHER 5 | | | | | | -
2 | X bevaczumab= gt THS ZLI0] FEES ¥ ”s 6 12 18 24 30 36 42
H2014-15%: 2014.3.5.
‘ J o gorey iy

EGFR = ALK HH0Pt gl=
TIOFY B

pembrolizumab™" + pemetrexed + platinum

5 ¥ MASIBIOY/ASSHEOY, IAEIANOY
e 3= ¥ 6748 O|F Mget 42 &3t

% M2 I2#O2 durvalumab X2 AIH A| 20 278

¥ platinum £7| 4F7| 42 E0 0| S0}

(H2022-38%: 2022.3.1., OfL|t

W H2024-1515: 2024.6.1.)




Overall Survival (%)

Combination Regimens_ABCP regimen (IMpower150)

: Investigator ass PFS among ITT with wild-type genotype (EGFR/ALK WT) and among Teff-high WT population

100

90+

80+

70+

60

50+

40

30+

20+

104

open-label, randomized phase 3 study, chemo naive, 1,202 metastatic non-squamous NSCLC
ACP (atezo+carbo+pacli) vs. 336 BCP (beva+carbo+pacli) vs. 356 ABCP (atezo+BCP)
> every 3 wks for 4-6 cycles, followed by maintenance therapy with atezo, beva or both.

Two primary end points

Rate of Overall Survival
At 12 mo At 24 mo

ABCP  67.3% (95% Cl, 62.4-72.2)  43.4% (95% Cl, 36.9-49.9)
BCP  60.6% (95% Cl, 55.3-65.9)  33.7% (95% Cl, 27.4-40.0)

Stratified hazard ratio, 0.78 (95% Cl, 0.64-0.96)
P=0.02

 ABCP
BCP

Median in the BCP group, | Median in the ABCP group,
14.7 mo (95% Cl, 13.3-16.9) 19.2 mo (95% C, 17.0-23.8)

0

n

1
1

1 I I 1 I I 1 I I I I I I I 1 I I 1 I I 1 I I I I I I I I I I 1
T3 4 & g 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
Months

N Engl J Med 2018;378:2288-301.



Combination Regimens_ABCP regimen (IMpower150)

B Hazard Ratios for Disease Progression or Death in Biomarker Subgroups
No. of Median
Patients Progression-free
Population (%) Survival (mo) Hazard Ratio (95% Cl)
ABCP BCP
ITT population 800 (100) 8.3 6.8 ——— : 0.61 (0.52-0.72)
Patients with EGFR or ALK 108 (14) 9.7 6.1 = L 2 : 0.59 (0.37-0.94)
genetic alternations :
WT population 692 (87) 8.3 6.8 _— ! 0.62 (0.52-0.74)
PD-L1 subgroups (in the WT population) :
TC3 or I1C3 135 (20) 12.6 6.8 b L 2 i 0.39 (0.25-0.60)
TCl/2/3 or IC1/2/3 354 (51) 11.0 6.8 = L 2 : 0.50 (0.35-0.64)
TCl/2 or IC1/2 224 (32) 8.3 6.6 = & | i 0.56 (0.41-0.77)
TCO/1/2 and 1CO/1/2 557 (80) 8.0 6.8 —— : 0.68 (0.56-0.82)
TCO and ICO 338 (49) 7.1 6.9 = L 2 : 0.77 (0.61-0.99)
Teff subgroups (in the WT population) :
High gene-signature expression 284 (43) 11.3 6.8 b L i 0.51 (0.38-0.68)
Low gene-signature expression 374 (57) 7.3 7.0 b L : 0.76 (0.60-0.96)
ﬂ.£25 l.bﬂ 1.I25
i -
ABCP Better BCP Better

N Engl J Med 2018;378:2288-301.



ABCP regimen (IMpowerl150)_subgroup(EGFR/mLiver, mBrain)

L
« Final OS data for EGFR mutants & liver or brain mets subgroups in IMpower150 study
ABCP versus BCP
Sensitizing EGFR+
100 1 —— ABCP
- -+ BCP
%01 HR = 0.60
= ol (95% CI: 0.31-1.14)
2
= 70
2> B0
ABCP versus BCP ; o RO PO OISO IO S . |2 F SRR
EGFR+ B o = - ;

100+ ABCP ©

90+ =~ BeP g B3 S —

80 HR = 0.91 = = : :

— "1 = ' '’
2 x ‘_ 10 4 Median OS, 18.1 months ! ' Median OS, 29 4 months
= 9 (3% G 0.82-1.49) 0- (95% CI: 11.7-27.8) ! ! (95% Cl: 24 9-NE)
$ 0 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
a %1 No. ot riek Time (months)
= 40+ ABCF 26 5 6 23 2 19 18 17 17 14 10
g 304 BCP 2 N ¥ B N 1® 18 19
)

204

104 Median OS, 203 moﬂt"s; . Median OS, 26.1 months

0. {95% CI 13.4-33.6) E ‘ (95% Cl 17.0~-41.4)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. ot risk Time (months)
ABCP 34 R k ¥ 4 rd] o] a 21 20 19 15 " 1A} 8 6 2 2
8cp 4 & 39 7 K1) {4 24 21 21 20 17 18 1" 6 < 1

J Thorac Oncol. 2022 Feb;17(2):309-323.



ABCP regimen (IMpowerl150)_subgroup(EGFR/mLiver, mBrain)

« Final OS data for EGFR mutants & liver or brain mets subgroups in IMpower150 study

ABCP versus BCP
Sensitizing EGFR+ With Prior TKI Therapy

100 4
90 4
80 1
704
60 4
G0 J-=rereenncrennrnasennssasenenne N

-+ ABCP
-+ BCP

HR=0.74
(95% CI: 0.38-1.46)

40 4
30 +
20 4
10+ Median OS, 181 n‘-:-nt'*.ss EMec:an 0S8, 27.8 months
0- (95% CI 12.3-278) | H(95% CI; 18.6-41.4)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 H51 54
Time (months)

10 17 15 14 13 13

Overall Survival (%)

No. at risk

ACT 28 2 3 2 19 14 14 12 12 "

J Thorac Oncol. 2022 Feb;17(2):309-323.
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HER2 mutation- ¢{7}x1} @

AlO

Mol B0 A7 B 23k}
8|7HAHEH S HojH QYOR K=

g

20254 78 17¢ ©xj

Sy
__ Uo7 HER2 ECHO|I7 = EH E7ls3 =2 Hold Ofgt M=ol
H i-’\ %I- = [ - | I 0l A — O - 4=
2466 | M = trastuzumab deruxtecan HER? THESI(HER? 1HC 2+ S8 34) HIAMEH 2! 24} O] & = (100/100) trastzumab deruxtecan 54mg/kg, 0f 35 13| Iv
6042 | BlAMEH2 | trastuzumab emtansine HER2 S A} HO| 2Fdo| HO|M H| LM ZEH 2 4t

oy | B T =elz
EH(100/100)

trastuzumab emtansine 3.6 mg/kg IV every 21 days



BRAF V600E

Lt. SOTA: 1%} Ol

- stage lIA OI4O2 2t ipio] SOIHNO| S5l Z9 QUT0IS XS

24

dabrafenib + trametinib -

H|2020-28%: 2020.2.10.)

[ZAFE]) BRAF(VBOOE) [P22012] [+=) ZIH
[HYS) 2025-04-30 [T +T) 2025-04-30 16:51 [HAHE) 2025-04-30 16:51
* 01 2UAls RS0 28t HALAEE SHTUCH

[2#H] Liver [B2I¥=] S2504680
= E=E Y FS

[F2HEIE

<lmmunohistochenical staining result:>
BRAF (VBOOE): positive, weak

Liver, needle biopsy: Adenocarcinoma. metastatic (See note)

<lmmunohistochenical staining results>
TTF=1: positive
Hapsin &: negative

(2D%) 2025-05-07 15:35

[Results]
Wariants found (Tier | ar 2- clinically actionable alteration)

* SHY/Indel

Tier | Gene A Hucleot ide TO/MNC/YAF Hote

Not found

Tier 11 Geng

| S e e e e e e e e e e
[ 1C P53 #1
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New drugs

Lt SOEA: 2Xt 0

al gy E0{CHe
; cyclophosphamide + doxorubicin + vincristine
A o}
LMZH2(Small Cell Lung Cancer) OIS H2021-468: 20213.1)
7. ETA: 1XKfirst-line) 5 etoposide + platinum
oqH sjorow E0{CHAL (N8 H2021-46%: 2021.3.1.)
etoposide + platinum 3 | irinotecan + platinum
1 .
(71 H2021-46%: 2021.3.1) LD, ED 4 | irinotecan
2 | irinotecan + platinum 5 | belotecan LD. ED
3 |Gterolizumeb™ +etoposide +earboplatn | topotecan(lV, PO)
(748 H2020-2163: 2020.8.1.) X PO HM'E M 7RO Mep AMEH HOI SRA A
6 | x euzos oms
I8 12009762 2009.10.1) (W8 H2009-63: 2009.10.1.)
paclitaxel ' _
7 paclitaxel
(W™ H2017-21%: 2017.2.1) 7 :
(708 H2017-21%: 2017.2.1)




New drugs_Tarlatamab in SCLC

#. SCLC, ES (axillary LN+) cT2aN3M1c Stage IV 2023.05.26

/m Brain mets, Extrathoracic LNs (Lt axilla, Lt post neck LNs, perigastric, lower abd
LNs) suspicious small bowel involve?

s/p 1L Atezolizumab + EPS + Carboplatin #1-4 (2023.06.14-08.17)

s/p 1L Atezolizumab maintenance #1-6 (2023.09.07-2024.02.16

s/p 2L Irinotecan + cisplatin #1-6 (2024.03.06-06.20/06.27)

s/p 3L paclitaxel single #1-2 (2024.07.13-08.05) > intracranial PD, extracranial SD
s/p 4L Lurbinectedin #1-2 (2024.08.29-09.20) > PD

s/p 5L CAV #1-5 (2024.10.12-2025.01.09) >>> PD

s/p 6L Talatamab #1 (2025.02.06~)




New drugs_Tar

s/p 6L Talatamab #1 (2025.02.06~ g
s/p 6L Talatamab #5 (2025.05.31~

PD 2025.06.27
Best supportive careZt 5}7| £ &,

2025.06.27 2025.04.03 2025.02.03

4 .
> 67480 \\




New drugs_Tarlatamab

CLINIGENDIRECT

[Importance Notice] New Applications for S.
Korea Tarlatamab Expanded Access Program
(EAP) will be closed on|April 1st, 2025

Dear Healthcare Professional,

Thank you for your interest and participation in the Tarlatamab Expanded
Access Program (EAP).

Due to a higher-than-anticipated number of applications and a limited drug
supply, we regret to inform you that further new application for the
Tarlatamab EAP will be discontinued to ensure continued treatment for
patients who have already enrolled.

Effective April 1, 2025, the program will stop accepting new patient
applications. Any applications that are not fully completed, submitted, and
deemed eligible by this date will not be eligible to be included in the EAP.

For patients currently receiving therapy, please continue submitting refill
requests via the Clinigen portal until Tarlatamab becomes commercially
available in South Korea. Once available, patients may transition to
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Thank you for your attention

You can find me at:

dongwonpark@hanyang.ac.kr

portrayme@gmail.com
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