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Impact of EGFR-TKIs
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Trends in 5-year survival of lung cancer
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Lancet 2014; 383: 558-63

@® The cancerwars 2

Rethinking the war on cancer

Still not winning

1971 - PRESIDENT NIXON
DECLARES “WAR ON CANCER”

e crusader adaptive and evasive
resistance strategies
of cancer under attack
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EGFR sensitizing mutations
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Novel mutant-selective EGFR kinase inhibitors
against EGFR T790M
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) * American Society of Clinical Oncology
\~/ Making a world of difference in cancer care

o ' v"
T790M + 30% 58% 64%
T790M - 12% 29% 22%

Olmutinib Rociletinib  Osimertinib
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Dose escalation part
Progression on at least 2
prior regimens, including
EGFR TKI

200img

3+3 design, n_;-c:hmrt 1-11 (N=35) 250 mg
Treatment with HM61713 E
75-500 mg/day 200 mg

150 mg
100 mg
75 mg
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800 mg

) 050mg  Current status
500 mg

EXpansion
Progression on prior EGFR
TKI therapy

Mandatory re-biopsy for EGFR
T790M analysis

Arm A (N=42)
failure of prior TKI
within 4 weeks

Arm B (N=41)
failure of prior TKI
before 4 weeks or
more




Original Article

Olmutinib in T790M-Positive Non-Small Cell Lung Cancer After
Failure of First-Line Epidermal Growth Factor Receptor-Tyrosine
Kinase Inhibitor Therapy: A Global, Phase 2 Study

Overall Response by Independent Central
Review for the Safety Set, n =162

Response Rate,

Parameter No. (%) 95% CI
Overall response rate (regardless of 84 (51.9) 43.9-59.8
being confirmed)
Overall response rate (confirmed) 5 (46.3) 38.4-54.3
Partial response 75 (46.3)
Stable disease 65 (40.1)
Disease control rate (confirmed) 140 (86.4) 80.2-91.3
Progressive disease (PD) 8 (4.9)
Non-CR/Non-PD 2(1.2)
Not evaluable 12 (7.4)

Park K, et al. Cancer 2021
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Preferred Term No. of Patients (%)
All Patients | Patients With Grade 23 Events
All drug-related TEAEs 152 (93.8) 78 (48.2)
Diarrhea 62 (38.3) 5(3.1)
Nausea 44 (27.2) 1(0.6)
(Hyperkeratosis 43 (26.5) 4(2.5) h
Rash 43 (26.5) 7(4.3)
\Skin exfoliation 38(23.5) 1(0.6) )
Vomiting 37(22.8) 3(1.9)
Palmar-plantar erythrodysesthesia syndrome 35(21.6) 7(4.3)
Increased alanine aminotransferase 33(20.4) 5(3.1)

Hanmi Pharma Charged for Failure to
Report Patient Death in Olmutinib
Study

According to reports, one of the patients in the trial treated with Hanmi's lung cancer
drug displayed symptoms of Stevens-lohnson syndrome, a life-threatening skin-
condition. The patient’s condition was not reported to the monitoring agency until his
death more than a month later-a violation of Korea’s 24-hour reporting rule for
severe incidents, the Herald said. But, to make matters worse, Hanmi and the
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rociletinib in EGFR-Mutated Non—-Small-Cell
Lung Cancer

Responses Patients with Centrally Confirmed T790M-Positive Tumors
. 100+ M FB, 900 mg twice daily, or HBr,
were seen in 59 percent of evaluable 500 mg twice daily
. . : 804 i i
patients with the T790M mutation (n=46). In & HEr, 500 mg twice daily
. . . ‘ o so M HBr, 625 mg tw!ce da!ly
this same population, median progression- ] M HBr, 750 mg twice daily
_ ) . @ 40 HBr, 1000 mg twice daily
free survival (PFS) at the time of analysis 2 il + Ongoing treatment
was 13.1 months; @ 20 oo
S
I
2

O~-===pann |
| S TINCINnemenre
In the pooled TIGER-X/TIGER-2 analysis, the overall response rate (ORR) with rociletinib (dose range,
500 mg to 750 mg twice daily) among 325 patients with £GFRT790Mipositive metastatic NSCLC
++

who progressed on at least 1 EGFR inhibitor was 30.2% (95% Cl, 25.2-35.5). The ORR was 32% (95%
Cl, 25-40) and 23% (95% CI, 14-34) in patients receiving the 625 mg (n = 170) and 500 mg (n = 79)
doses, respectively. The median duration of response for the 2 treatment doses was 8.8 and 9.1

months, respectively.

frequent (>10%) grade 3/4 AEs were hyperglycemia and QTc prolongation.

N Engl ] Med 2015;372:1700-9.
DOI: 10.1056/NEJMoal413654



Osimertinib, AURA3 primary endpoint:
PFS by investigator assessment

Median PFS (95% Cl)

- Osimertinib (n=279) 10.1 (8.3-12.3)
—— Platinum-pemetrexed 4.4 (4.2-5.6)
_ 1.4 (n=140)
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Benefit with osimertinib observed across all subgroups
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Subgroup

Overall (N=419)
Cox proportional hazards
Log rank (primary)

Ethnicity
Asian (n=274)
Non-Asian (n=145)
Sex
Male (n=150)
Female (n=269)

Age at screening
<65 (n=242)
265 (n=177)

EGFR-TKI sensitising mutation

status prior to start of study
Exon 19 deletion (n=279)
L858R (n=128)

Duration of prior EGFR-TKI
<6 months (n=24)
>6 months (n=395)

CNS metastases

in AURA3

Yes (n=144) [

No (n=275) O
Smoking history

Ever (n=136) L]

Never (n=283) .

0.1 0.2

03 04 05 07 0910

Hazard Ratio (95%

Cl)
0.37 (0.29-0.48)
0.30 (0.23-0.41)

0.32 (0.24-0.44)
0.48 (0.32-0.75)

0.43 (0.28-0.65)
0.34 (0.25-0.47)

0.38 (0.28-0.54)
0.34 (0.23-0.50)

0.34 (0.24-0.46)
0.46 (0.30-0.71)

NC
0.39 (0.30-0.51)

0.32 (0.21-0.49)
0.40 (0.29-0.55)

0.40 (0.27-0.62)
0.36 (0.26-0.49)



PFS benefit in AURAS3 patients with CNS metastases
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Months

0

Without CNS metastases

Median PFS, months (95% ClI)
P o 10.8 (8.3-12.5)
Osnperhmb (n=186) ~ ¢ (4.2-6.8)
— Platinum-pemetrexed
(n=89)
Hazard ratio for disease

progression or death,
0.40 (95% ClI, 0.29-0.55)

o
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Adverse Event

Diarrhea

Rashy

Dry skinT
Paronychiaf
Decreased appetite
Cough

Nausea

Fatigue
Stomatitis
Constipation
Pruritus
Vomiting

Back pain
Thrombocytopeniat
Nasopharyngitis
Headache
Dyspnea
Neutropenia
Leukopeniaf
Anemiaf
Asthenia

Pyrexia

Alanine aminotransferase elevation

Aspartate aminotransferase elevation

Malaise

Any Grad

113 (41)
94 (34)
65 (23)
61 (22)
50 (18)
46 (16)
45 (16)
44 (16)
41 (15)
39 (14)
35 (13)
31 (11)
29 (10)
28 (10)
28 (10)
28 (10)
24 (9)
22 (8)
22 (8)
21 (8)
20 (7)
18 (6)
18 (6)
14 (5)
11 (4)

Osimertinib
(N=279)

e Grade =3

3 (1)
2 (1)
0
0
3 (1)
0
2(1)
3(1)

1(<1)
1(<1)
1(<1)

3 (1)

4(1)

2(1)
3 (1)

3 (1)
3 (1)

2016 AURA3



Osimertinib

Adverse Event (N=279)
Any Grade Grade 1 Grade 2 Grade 3 Grade 4
Any adverse event 273 (98) 34 (12) 144 (52) 83 (30) 6 (2)
Rash or acnef 161 (58) 134 (48) 24 (9) 3(1) 0
Diarrhea 161 (58) 120 (43) 35 (13) 6 (2) 0
Dry skiny 100 (36) 87 (31) 12 (4) 1(<1) 0
Paronychiaf 97 (35) 52 (19) 44 (16) 1(<1) 0
Stomatitis 80 (29) 65 (23) 13 (5) 1(<1) 1(<1)
Decreased appetite 56 (20) 27 (10) 22 (8) 7 (3) 0
Pruritus 48 (17) 40 (14) 7(3) 1(<1) 0
Cough 46 (16) 34 (12) 12 (4) 0 0
Constipation 42 (15) 33 (12) 9 (3) 0 0
Nausea 39 (14) 28 (10) 11 (4) 0 0
Fatigue 38 (14) 21 (8) 15 (5) 2(1) 0
Dyspnea 35 (13) 24 (9) 10 (4) 1(<1) 0
Anemia 34 (12) 19 (7) 12 (4) 3(1) 0
Headache 33 (12) 26 (9) 6 (2) 1(<1) 0
Vomiting 31 (11) 25 (9) 6 (2) 0 0
Upper respiratory tract 28 (10) 16 (6) 12 (4) 0 0
infection
Pyrexia 28 (10) 27 (10) 1(<1) 0 0
Prolonged QT interval 28 (10) 11 (4) 11 (4) 5(2) 1(<1)
on ECG
Aspartate aminotrans- 26 (9) 18 (6) 6(2) 2 (1) 0
ferase elevation
Alopecia 20 (7) 17 (6) 3(1) 0
Alanine aminotransfer- 18 (6) 11 (4) 6(2) 1(<l)

ase elevation

2017 FLAURA



Journal of Clinical Oncology®

An American Society of Clinical Oncology Journal

Journal of Clinical Oncology > List of Issues > Volume 38, Issue 15_suppl

LUNG CANCER—NON-SMALL CELL METASTATIC

ECOG-ACRIN 5162: A phase II study of osimertinib 160
mg in NSCLC with EGFR exon 20 insertions.

Results: 21
pts were enrolled between 4/2018 and 7/2019 (median age 65; 15 female, 6
male; median 2 prior therapies); 1 patient did not meet eligibility criteria due
to laboratory studies obtained 1 day out of window. As of 1/21/20, 6 pts
remain on treatment. Among the 20 eligible pts, the best response was PR in
4 pts and CR in one pt, for a confirmed ORR of 25%; 12 (60%) pts had SD. The
median PFS was 9.7 months (95% CI, 4.07, NA), median duration of response
(DOR) was 5.7 months (95% CI, 4.73, NA.) Grade > 3 treatment-related adverse
events (TRAE) observed in > 1 pt included anemia (n=2), fatigue (n=2),
prolonged QT interval (n=2.) One pt had grade 4 respiratory failure, there
were no grade 5 TRAEs. One pt discontinued study treatment due to grade 3

anemia. DOI: 10.1200/JC0.2020.38.15_suppl.9513
Journal of Clinical Oncology 38,
no. 15_suppl (May 20, 2020) 9513-9513.



Safety Concern on Cardiac Toxicities

% EGFR (HER1) is one of the receptors in the HER family, and has a high structural similarity to HER2. If a EGFR-TKI
inhibit HER2, it can cause cardiac toxicity”

% Some EGFR-TKIs are known to cause QT interval prolongation?® and left ventricular contractile (LVEF) decline?

% QT interval prolonged syndrome can cause Torsade de pontes, which can lead to sudden death?

% Decreased left ventricular systolic function may be an indicator of heart failure®

Disproportionality Signal Analysis Calculated by Using the ROR

ROR (95% Cl) for ROR (95% Cl) for

Osimertinib vs Osimertinib vs other Ul L2 AL O L2 o)
database TKls

Cardiac Failure *5.4 (4.2-7.1) *202 (1.5-3.2)
Atrial fibrillation *4.0 (2.8-5.8) *2.1(1.3-35) # ——
QT prolongation 912 (7.9-158) *6.6 (34-128) -
Myocardial Infarction 1.6 (0.9-2.6) 1.2 (0.6-2.3) wgera 222 = A

erbB4 kinase

. . : i Salomon D, Brandt &, Clardielo F, e al. Crit Rev Oncol Hematol. 1995;19:183.232
Per|card|a| EffLISIOH 82 (48'14) 16 (0-8'33) Woodburn J. Pharmacol Ther, 1000:82:241.280, -

domains

* : significantly different
The reporting odds ratio (ROR) was calculated for osimertinib versus all drugs and osimertinib versus other tyrosine kinase inhibitors (TKIs).
Compared with all other drugs in the U.S. Food and Drug Administration Adverse Events Reporting System database, osimertinib was associated with increased cardiac failure, atrial fibrillation, QT
prolongation, and pericardial effusion. RORs for osimertinib versus other TKIs were elevated for cardiac failure, atrial fibrillation, and QT prolongation. CI ¥ confidence interval.

Curmr Opin Cardiol. Br J Cancer. JACC. J Clin Oncol.
Eur Heart J Cleveland Clinic.



LONE SURVIVOR

Osimertinib (tagrisso®)

Dec 21, 2020  Approval Tagrisso Approved in the US for the Adjuvant Treatment of Patients with Early-Stage
EGFR-Mutated Non-Small Cell Lung Cancer

Apr 18 2018  Approval FDA Approves Tagrisso (osimertinib) as First-Line Treatment for EGFR-Mutated Non-
Small Cell Lung Cancer

Mar 31,2017  Approval Tagrisso (osimertinib) Receives FDA Full Approval

Nov 13,2015  Approval FDA Approves Tagrisso (osimertinib) for EGFR T790M Mutation-Positive Non-Small Cell
Lung Cancer
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@ G E N O S C O HOME  ABOUT  PIPELINE  NEWSROOM  PARTNERSHIP

Genosco is a clinical-stage biotechnology company pursuing the discovery and
development of novel small-molecule drugs to treat patients with unmet medical
needs.

Address. 43 Manning Road, Billerica, Massachusetts 01821, USA
Tel. (+1) 617-494-1460  Fax. (+1) 617-714-3443  Email. info@genosco.com
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Del 19 + T790M
L858R + T790M

Del 19

C WT

GNS-1481 GNS-1486 Osimertinib CO-1686 WZ4002 GNS-1481 GNS-1486  Osimertinib CO-1686 WZ4002
00101 1 00101 1 001 01 1 0.01 01 1 0.01 01 1 (umollL) C EGFJ0.01 01 1 00101 1 0.01 01 1 0.01 01 1 0.01 0.1 1 (umollL)

GNS-1481 GNS-1486 Osimertinib CO-1686 WZ4002 GNS-1481 GNS-1486  Osimertinib CO-1686 WZ4002
C EGFO0.0101 1 001 01 1 001 01 1§ 001 01 1 001 0.1 1 (umoliL) C EGH 00101 1 00101 1 0.01 01 1 0.01 041 1 0.01 01 1 (umolll)
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BBB penetration of GNS-1481 and GNS-1486 in SD Rat at 10 mg/kg

GNS-1481 Treatment (IV), SD Rat (N=3)
Time hours Plasma Conc. Brain Conc.
B/P Ratio
(hr) (ng/mL) (ng/g)
0.5 864 (+120.9) 451 (+£53.3) 0.53 (+0.11)
2 646 (+98.3) 3943 (+493) 6.15 (1+0.69)
GNS-1486 Treatment (IV), SD Rat (N=3)
Time hours Plasma Conc. Brain Conc. .
B/P Ratio
(hr) (ng/mL) (ng/g)
0.25 1542.4 (+428.1) 4695.4 (+1240.4) 3.05 (+0.08)
2 493.7 (+116.2) 484.8 (1+303.1) 1.07 (+0.89)

Rho JK, et al. Cancer Res 2017
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% Leclaza® selectively inhibited mutated EGFR rather than wild type EGFR
5

Major metabolite of Leclaza® was also selective

sars £GP ICaa, M EGFRkinase Genotype  YH25448 | YH26334 | Osimertinib| AZ5104

YH25448 Osimertinib Gefitinib EGFR (wild type) 60 91 20 0.98

Wild type (Normal) 7227 519.1 585.3 EGFR (G719C) 1.7 4.8 65 4.2
Del19 3.3 3.5 10.2 EGFR (G719S) 4.1 9.3 49 3.2
L858R 3.9 36 711 EGFR (E746-A750del) 0.43 1.8 3.7 0.69
Del19/T790M 49 34 769.9 EGFR (L747-E749del, A750P) 14 38 3.2 0.53
L858R/T790M 57 4.3 7628.2 EGFR (L747-S752del, P753S) 14 16 4.4 0.39

* ICsyt 50% inhibitory concentration EGFR (L747-T751del, Sins) 8.3 13 4.9 1.1
EGFR (S752-1759del) 96 91 6.4 1.1
EGFR (L861Q) 14 22 5.6 0.54

Clin Cancer Res 2019; 25(8): 2575

Clin Cancer Res.

* YH26334: Metabolite of Leclaze®
* AZ5104: Metabolite of osimertinib
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% Leclaza® was effective in both single(Del19) and double(L858R/T790M)
mutant models

Del19 Mutation L858R/T790M
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L
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% Leclaza® showed great anti-tumor efficacy in brain metastasis animal
model

Day 28
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Yun J, et al. Clin Caner Res 2019



Groups Clinical signs Severity Observed regions

Vehicle - = 2
YH25448 (50 mg/kg) - % -
YH25448 (75 mg/kg) Keratosis (2/5) Minimal (2/5) Abdomen (2/5)

Osimertinib (50 mg/kg) Keratosis (1/5) Minimal (1/5) Left fore-arm (1/5)
O : Face, neck,
Osimertinib (75 mg/kg) Keratosis ( 5/5) Severe (5/5) abdomen (5/5)
Osimertinib YH25448

(75 mg/kg)

H&E

F4/80

Osimertinib

Yun J, et al. Clin Caner Res 2019



Articles I

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: 1681-90



Study Design of Phase 1/2 Study (No. YH25448-201)

o

Open-label, multicenter, phase 1/2 study: Lazertinib was orally administrated once daily in patients with locally
advanced or metastatic NSCLC with acquired resistance to prior EGFR-TKI treatments (NCT03046992)

o

Study Objectives
- Primary objective: To evaluate the safety, tolerability and efficacy of Lazertinib
- Secondary objectives: To define the MTD, PK, anti-tumor efficacy (ORR, DCR, DoR, PFS or OS)

Part A (n=38) Part B (n=89) Part C (n=97)
Dose Escalation Dose Expansion Dose Extension

m 1st Line Cohort at 240 mg

2" Line Cohort at 240 mg {n=4d)
(n=19) 2nd Line Cohort at 240 mg
2" Line Cohort at 160 mg (n=54)
(n=17)
120 mg 2" Line Cohort at 120 mg
(n=6) (n=19)
80 mg 2" Line Cohort at 80 mg 240 mg (n=15)
(n=6) (n=14)
40 mg 2" Line Cohort at 40 mg 320 mg (n=14)
(n=7) (n=20) . _|

(US, UK, Spain)

Data on file. Yuhan



Baseline Characteristics

160 mg 240 m 320 mg Overall
7 5 (n=23) (n=78 (n=5) (N=181)
Age in years, median (range) 58 (52, 62) 61(37,81) 67(48,84) 63 (28 ,82) 62 (44, 83) 62 (33,82) 64 (44, 82) 62 (28 84)
Male, n (%) 2 (67) 9 (33) 7 (35) 9 (36) 11 (48) 40 (51) 0 78 (43)
ECOG performance status, n (%)
0 2 (67) 9 (33) 6 (30) 8 (32) 2(9) 20 (26) 1 (20) 48 (27)
1 1(33) 18 (67) 14 (70) 17 (68) 21 (91) 58 (74) 4 (80) 133 (73)
Adenocarcinoma, n (%) 3 (100) 27 (100) 20 (100) 25 (100) 22 (96) 74 (95) 5 (100) 176 (97)
AJCC stage, n (%)
B 0 0 1(5) 1(4) 1(4) 2(3) 0 5(3)
v 3 (100) 27 (100) 19 (95) 24 (96) 22 (96) 75 (96) 5 (100) 175 (97)
Brain metastasis at baseline 0 13 (48) 10 (50) 12 (38) 12 (52) 40 (51) 2 (40) 89 (49)
EGFR mutation by central testing, n (%)
Exon19Del 2 (67) 21 (78) 9 (45) 14 (56) 12 (52) 53 (68) 2 (40) 113 (62)
L858R 1(33) 6 (22) 9 (45) 11 (44) 11 (48) 23 (29) 2 (40) 63 (35)
L861Q 0 0 0 0 0 1(1) 0 1.(1)
Negative or |nvalid or Not Done 0 0 2 (10) 0 0 1(1) 1 (20) 4 (2)
T790M Positive 2 (67) 26 (96) 18 (90) 22 (88) 18 (78) 76 (97) 0 162 (90)
ir“‘(\]";')’er"fpre"“’”s EGFR-TKIs, median (r ;4 1(1,2) 1(1,2) 1(1,2) 1(1,2) 1(1,2) 10,1 101, 2
Previous EGFR-TKI therapy”, n (%)
Gefitinib 1(33) 19 (70) 12 (60) 16 (64) 16 (70) 40 (51) 4 (80) 108 (60)
Erlotinib 2 (67) 8 (30) 6 (30) 7 (28) 3(13) 16 (21) 0 42 (23)
Afatinib 0 1 (4) 3 (15) 3(12) 6 (26) 28 (36) 1 (20) 42 (23)
Other 0 1(4) 0 2 (8) 0 0 0 3 (2)
Medical history with Cardiac disorder, 133) 3(11) 0 4(16) 1) 101 0 10 (6)

n(%)

DCO: 30 Sep 2019



Mean Plasma Concentration Profiles of Leclaza”®

% Mean terminal half-life of Leclaza® was approximately 65 hours after single dosing of 240 mg.

% Systemic exposures of Leclaza® increased in the near dose-proportional manner over the dose range of 20 to
320 mag.

5

Systemic exposure of major metabolite YH26334 at steady state was 2 to 4% of that of unchanged Leclaza®.

Single dosing Once daily dosing for 22 days

—4-20 mg (n=3) -@- 40 mg (n=6) -@-80 mg (n=6) -©-120 mg (n=6) -&-20 mg (n=3) -@- 40 mg (n=24) --80 mg (n=19) -©-120 mg (n=23)

-4-160 mg (n=6) -® 240 mg (n=4) -B-320 mg (n=5) -4-160 mg (n=15) -®- 240 mg (n=20) -®-320 mg (n=4)
1000

=
o
=1
=]

10 4 %

10

Plasma concentration of lazertinib (ng/mL)
Plasma concentration of lazertinib (ng/mL)

0 24 48 72 9 120 144 168 0 4 8 12 16 20 24
Time (hours) Time (hours)
A o

Data : arithmetic mean + standard deviation with semi-logarithmic ordinate scale.
Red dashed line : ICsq value (75.8 ng/mL) of EGFR phosphorylation in H1975 cell line (corrected by free drug concentration).



Anti-tumor Response: 2L T790M* Patients

% ICR assessment results — Confirmed response rate

2L (T790M+)
Evaluable patients’ 2 26 18 22 18 76 162
Best overall responseb, n (%)
Complete response 0 14) 0 1(5) 0 2 (3) 4 (2)
Partial response 1 (50) 14 (54) 10 (56) 13 (59) 12 (67) 42 (55) 92 (57)
Stable disease 1 (50) 9 (35) 7(39) 7(32) 1(6) 24 (32) 49 (30)
Progressive disease 0 1(4) 1(6) 1.(5) 4 (22) 6 (8) 13 (8)
Not evaluable 0 1(4) 0 0 1(6) 2 (3) 4 (2)
DCR®, n (%) 2 (100) 24 (92) 17 (94) 21 (95) 13 (72) 68 (89) 145 (90)
O.R.Rd, n (%) 1 (50) 15 (58) 10 (56) 14 (64) 12 (67) 44 (58) 96 (59)
{rgir:::)“ first response” (weeks), median ¢ (6 ¢) 56 (5.0.77.3)6.1(4.3-23.1) 6.0 (5.1-11.9) 5.4 (5.1-11.3| 5.7 (5.1-35.1) 5.7 (4.3-77.3)

Percentages are calculated based on number of evaluable patients.
a Patients in the safety analysis population who has a baseline RECIST 1.1 assessment whose tumor EGFR mutation status was confirmed via a central testing.
b Best overall response is based on investigator’s assessment of disease status or lesion measurements using RECIST v1.1.
¢ Disease control rate is the proportion of patients who have a best overall response of complete response (CR) or partial response (PR) or stable disease (SD) (SD at > 5 weeks).
d Objective response rate is the proportion of patients who have a confirmed best overall response of complete response (CR) or partial response (PR).
e Time to first response is measured from the first multiple dose date (cycle 1 day 1) until the date of the first documented response (complete response or partial response, whichever occurs first).
DCO: 30 Sep 2019
H25448-201 Clir y por



Anti-tumor Response: 2L T790M* Patients

% ICR assessment results — Time to event

oL (T790M+)
80 mg 120 mg 160 mg 240 mg Overall
(n=18) (n=76) (N=162)
Evaluable patients’ 2 26 18 22 18 76 162
Duration of follow-up (months), median ;5 ¢ 981y 249 (9.6-26.0) 248 P47~ 250 (9.5-223) 207 207 195 (55.151)16.4 (7.0-24.7)
(IQR) 26.0) 21.9)
Number of event, n (%) 2 (100) 16 (62) 11 (67) 12 (55) 15 (83) 35 (46) 91 (56)
Number of censored, n (%) 0 10 (38) 7 (39) 10 (45) 3(17) 41 (54) 71 (44)
Censored before DCO 0 7 27) 3(17) 6 27) 1(6) 10 (13) 27 (17)
Censored at DCO 0 3(12) 4 (22) 4(18) 2 (1) 31 (41) 44 (27)
DoR® (months), median (95% CI)* 97 152 (35-NR) 8.6 (2.8-NR) 12 (15)'7'22- 16.6 (96)-9'17- 13.8 (9.6-NR)15.2 (9.7-17.6)
. . 151 (8.3-23. 0(5.6-16. 10.9 (8.1-15.
PES® (months), median (95% CI)* 6.9 (2.7-11.0) 6.9 (5.3-24.6) 6.7 (2.7-NR) ( R (

3) 14.0 (1.4-19.2

)

1)

NR: Not reached; Percentages are calculated based on number of evaluable patients.

a Patients in the safety analysis population who has a baseline RECIST 1.1 assessment whose tumor EGFR mutation status was confirmed via a central testing.

b Duration of objective response is measured from the date of the first documented response until objective tumor progression or death, whichever occurs first.
¢ Progression free survival is measured from the first multiple dose date (cycle 1 day 1) until objective tumor progression or death, whichever occurs first.

t Median and IQR are calculated using reverse Kaplan-Meier estimate; # Median and 95% Cl are calculated using Kaplan-Meier estimate.
DCO: 30 Sep 2019




Progression-free Survival: 2L T790M* Patients

% ICR assessment results

2L T790M+, Overall (n=162) 2L T790M+, 240 mg (n=76)

1.0

+ Censored + Censored
0.8 0.8
3 "
- g
s o
2 5
T 0,
§ 06 mPFS (95% Cl) D 06 mPFS (95% Cl)
® 10.9 (8.1-15.1) E 11.0 (5.6-16.4)
e o
a a
“C_) 0.4 Y 0.4
S o
= >
= =
2 © —J—
@ > Qo ©
Qs 8 =
g & S zo2
& a a
0.0 0.0
AtRisk = 162 13 118 88 N 1 42 3w 33 24 7 13 ] 5 0 At Risk 76 66 56 3 28 wo o 8 5 2 0
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Event : 91 (56%) ' Event : 35 (46%) ‘
A A
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Intracranial Efficacy Results

@ i~ ® -
T790M+ patients Leclaza® 207240 mg Leclaza® 240 mg » ICR review (240 mg)
(N=162) (N=76)
1.0 + Censored
Assessment by Independent Investigator Independent Investigator L|_L|+
0.8 [
Patients with evaluable brain lesion 55 81 23 39
Duration of follow-up (month), 10.9 8.4 5.5 6.8 061
median (IQR) (4.2-20.5) (5.3-16.4) (4.2-12.5) (4.2-10.9)
Intracranial PFS (months), NR NR 16.4 NR 041
median (95% Cl) (14.0-NR) (16.7-NR) (5.4-16.4)
0.2
Patients with measurable brain lesion 18 19 7 9
0.0
Intracranial ORR, n(%) 9 (50) 12 (63) 5(71) 7 (78) MRisk | 2 2 i . ; s 5 s ) .
e 0 2 4 6 8 10 12 14 16 18

Time from multiple dosing (months)
PFS = Progression-free survival; Cl = Confidence Interval; NR = Not reached; ORR = objective response rate;
DCO: 30 Sep 2019

Data on file. Yuhan



Overall Safety Results

Patients with TEAEs, n (%) Leclaza® 20-320 mg (N=181) Leclaza® 240 mg (N=78)
TEAEs 171 (94) 75 (96)
Drug related TEAEs 141 (78) 68 (87)
Serious TEAEs 37 (20) 14 (18)
Drug related serious TEAEs 6(3) 3(4)
TEAEs with grade > 3 45 (25) 22 (28)
Drug related TEAEs with grade > 3 9(5) 6 (8)
TEAEs leading to Death 3(2) 3 (4)
TEAEs leading to Dose reduction 15 (8) 10 (13)
TEAEs leading to Dose interruption 31(17) 14 (18)
TEAEs leading to Treatment discontinuation 7 (4) 4 (5)

tGrouped term: Folliculitis, Rash, Rash erythematous, Rash macular, Rash maculo-papular, Rash popular, Erythema, Dermatitis acneiform.
Drug related TEAEs are events with relationship certain, probable/likely, possible, unassessable/unclassifiable, or missing.
DCO: 30 Sep 2019



TEAEs Occurring 2 10% of All Patients

Patients with TEAEs, n 160 mg 240 mg (n=78) 320 mg Overall (N=181)
(%) (n=23)  All grade Grade >3 (n=5) All grade Grade 23
Rash 0 6 (22) 2(10) 8 (32) 7 (30) 27 (35) 1(1) 2 (40) 52 (29) 1(1)
Pruritus 0 5(19) 4 (20) 6 (24) 8 (35) 26 (33) 0 1(20) 50 (28) 0
Constipation 1(33) 5(19) 7 (35) 6 (24) 6 (26) 13 (17) 0 2 (40) 40 (22) 0
Paraesthesia 1(33) 3 (11) 2 (10) 5 (20) 2 (9) 25 (32) 0 0 38 (21) 0
Decreased appetite 1(33) 4 (15) 3 (15) 2(8) 6 (26) 16 (21) 0 2 (40) 34 (19) 0
Diarrhoea 0 4 (15) 2 (10) 4 (16) 5(22) 17 (22) 1(1) 1(20) 33 (18) 1(1)
Headache 1(33) 3 (11) 2 (10) 4 (16) 1(4) 19 (24) 0 0 30 (17) 0
Nausea 1(33) 3(11) 2 (10) 4 (16) 3(13) 12 (15) 0 1(20) 26 (14) 2 (1)
Muscle spasms 0 1(4) 2(10) 1(4) 1(4) 20 (26) 0 0 25 (14) 0
Cough 2 (67) 2(7) 3(15) 3(12) 1(4) 12 (15) 0 1(20) 24 (13) 0
Paronychia 1(33) 1(4) 1(5) 4 (16) 3(13) 13 (17) 1(1) 0 23 (13) 1(1)
Fatigue 1(33) 2(7) 2 (10) 3(12) 2(9) 12 (15) 0 0 22 (12) 0
Vomiting 1(33) 1(4) 1(5) 5 (20) 4(17) 8 (10) 1(1) 0 20 (11) 2 (1)

TEAE: Treatment-Emergent Adverse Event
TEAEs are defined as events with onset date on or after the first dose of study medication and prior to 28 day follow-up period (28+7 days after the last dose of study medication).
Percentages are based on the total number of patients in the safety analysis population within relevant dose level.
Patients with two or more adverse events with the same AE term is counted only once for that AE term.
DCO: 30 Sep 2019



Relationship between Concentration and A QTcF

% Mean AQTcF at Cmax,ss of 240 mg was 2.2 ms with the upper bound of 3.6 ms (95% one-sided ClI).
% Leclaza® has no clinically relevant effect on QTc interval.

it o » Predicted AQTcF at C ., . 517.15 ng/mL of 240 mg

O Single dose
FARERE Eegrcmion Tne Mean Upper bound of the 95% one-sided ClI

AQTcF 2.2 ms 3.6 ms

Dose levels of Leclaza® : 20-320 mg
Number of patients: 178 for 2nd line
DCO: 30 Sep 2019

100

50

. ICH E14 Clinical evaluation of QT/QTc interval prolongation and
proarrhythmic potential for non-antiarrhythmic drugs:
A negative “thorough QT/QTc study” is one in which the upper bound of the 95% one-
sided confidence interval for the largest time-matched mean effect of the drug on the
QTc interval excludes 10 ms. This definition is chosen to provide reasonable assurance
that the mean effect of the study drug on the QT/QIc interval is not greater than

00 | I ! I | around 5 ms
0 500 1000 1500 :

A QTcF (ms)

Plasma concentration of lazertinib (ng/mL)

Data on file. Yuhan



Conclusions

% Leclaza® 240 mg showed the promising antitumor efficacy by ICR assessment.

- The confirmed ORR and median PFS were 58% and 11.0 months in the T790M+ patients.
- The confirmed intracranial ORR and iPFS were 71% and 16.4 months in the T790M+ patients.

% Leclaza® showed a tolerable safety profile.

- No DLT was observed up to Leclaza® 320 mg.
- Any drug related TEAEs of CTCAE grade = 3 were observed in 5% of patients.
- There was no clear evidence of a dose-dependent increase in the incidence of TEAEs.

% In conclusion, Leclaza® was demonstrated promising antitumor activity with a
tolerable safety profile in EGFR T790M+ NSCLC patients.

% Ingestion of food and ethnicity did not affect systemic exposure of Leclaza® in Phase 1
study.

% Phase 3 studies for 1L Leclaza® monotherapy and combination with amivantamab are
underway.
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