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B35(28%), HAH25%), = F 54 (21%)0] ATt Ak 37.2%NA T
S olh)o]l YERSTE 2% o] dellAl wEAleE ZHg WIHSHA RaE
(3.3%), W1d(29%), AAH22%)A ). o] dntgo=
LEFRE O H 84%7F o] dHhE o ® Qlsle] Foks Fuhelsltth
the 3 2] YH25448-201 % YH25448-301 AlgolA] o] <F
off 4 o] <k sl Hiw o] dRkES MedDRA 7]#A U&7 (System Organ Class,
SOC)el we} W% HE=2 F3 Qs H=rF =2 oS HE ydadnh Hes
the 7ol & Aotk w9 E5HA1(10% o), E3tAI(1% ©lAF 10% wlgh), &35
ZA0.1% ol 1% wiwh), =EA(0.01% © 0.1% vy, v =EA0.01% v§h), H%x
SH (7SS dolHERE 4 E7Fs3.

240mg &S Fo] B A

¥

3 2. YH25448-201 2 YH25448-301 A @5l A B g o] g

A #A Y2 R (MedDRA SOC) YH25448-201 ¥ YH25448-301 %%
(N=274)
NCI-CTCAE 5+#* 2E BF(%) 35H ©1%4(%)
x 89 (MedDRA Preferred Term, PT)
Z+E 93 # ol (Gastrointestinal disorders)
4 AH(Diarrhoea) w9~ &3k A (25%) 2.2%
2 Al (Nausea) ] -- &35k A(15%) 0%
1 1] (Constipation) ] - &35k A(15%) 0%
T 9 (Stomatitis)? w9~ &3k A(15%) 0.4%
T+ % (Vomiting) &3} A1(6.6%) 0.7%
& 2 93 Z32 Fof(Skin and subcutaneous tissue disorders)
471 (Rash)” - &5} A| (52%) 3.3%
7} %% (Pruritus) ] - &35k A1 (28%) 0.4%
5 54 (Nail toxicity)© - &3} A (21%) 0.7%
724 95 (Dry skin) w9~ &3k A(15%) 0.4%
z+F AN A A o] (Nervous system disorders)
A2} o] 4(Paraesthesia) ] 9~ E&}A1(37%) 1.8%
% (Headache) w9~ &3k A (14%) 0%
= Al "W Z(Neuropathy peripheral)® S A(7.7%) 0.4%
o] #] 2] - (Dizziness) &3} A1(6.9%) 0%
77} A 3H(Hypoaesthesia) S A1(4.7%) 0%
224 2 A 4 F o (Musculoskeletal and connective tissue disorders)
<+ = (Muscle spasms) ] - &8k AI(17%) 0%
5% (Myalgia) L3 A1(6.2%) 0%
2&7], ¥% 2 %74 ) (Respiratory, thoracic and mediastinal disorders)
7] % (Cough)’ - E5HA1(13%) 0%
7H4 A #H 4 3k(Interstitial lung disease)® E3A1(2.2%)" 1.5%
4 AAH(Investigations)
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(Rash pruritic)
SeulE

gl o] "ol §4 F7H(Alanine aminotransferase e B8 (14%) 0.7
increased)
ol ~ 3= E AL O}U].i ol & 7}(Aspartate e B8 A(11%) 0.4%
aminotransferase increased)
A 2 9 F Folj(Metabolism and nutrition disorders)
A& 7+ 2 (Decreased appetite) | v 9 = 3FA(18%) | 1.1%
AN Fo] 2 Fo 29 W (General disorders and administration site conditions)
5] % (Fatigue) | W ssaame | 18%
Z+E = Zl(Eye disorders)
i AZDry eye) | S 3HA1(4.4%) | 0%
g g FEZA #o(Blood and lymphatic system disorders)
41 % (Anaemia) | W Eslasw) | 29%
" YH25448-201, YH25448-301 A& dlolel7t BgHAh &g S FaAguA® g2 o] ¢
240mgS HA 13] o] Fof W #xpo] Abdwh g okttt
oo g oF A2 (National Cancer Institute, NCI) oAt 3% 80] 7] (Common Terminolog
Criteria for Adverse Events, CTCAE), YH25448-201 A| & <] WA 4.0, YH25448-301 Al &S
45 Wd 5.00] AMEH AT
d ool g 8o FolA Raw AEE EEehth Ul (Stomatitis), ¢ AlIY 2 (Mouth ulceration
b gl 3 go] FolA By Alg S z3eth o] =8 (Acne), TFEA 9 =E(Acne pustular), 339
(Dermatitis) o =5 745 <9 (Dermatitis acneiform), &FE 27 (Drug eruption), < %H(Erythema
£ ¥ A (Hand dermatitis), 25 &% (Pustule), &% (Rash), ¥4 23 (Rash erythematous), 4t
2 (Rash macular), §-4-721 22 (Rash maculo-papular), 7% 22 (Rash popular), %A &7
, X4 4R (Rash pustular), % # % (Skin lesion), ¥ 5 # % (Skin ulcer)
C g #F g0 FolA Rud AdE £ 7Y &5 (Ingrowing nail), £&2¢%E WA (Na
ol (Nail disorder), £t o] 9%k (Nail dystrophy), £33 7+ (Nail infection
5 9 (Paronychia)
L33tk AA 92 (Dry skin), 554 (Eczema), &7 % 54
Z % (Xerosis)
o} Tz 217 W =(Neuropathy peripheral), 2% %3
W% 217 WZ(Peripheral sensorimotor neuropathy
t}et Al 7 = (Polyneuropathy)

Z(Skin fissures)
= x3
=
ELANG)
x3tsith: 72 Al ¥ 2 3k(Interstitial lung disease), 94
% (Asthenia), 7] ™ (Lethargy|

discolouration)
%95 942 (Onychoclasis), <%
d 1o 77 80 oA BHE Al E
o
al i

d d o
FoA Bad AHGE Egsith: 713 (Cough), 54 713 (Productive cough)

1}__\ = X
%O QLN = |
(Eczema eyelids), ] %
CoEe I 8o FolA HarE Ak
2174 ¥ Z(Peripheral motor neuropathy)
T2 77 217 W Z(Peripheral sensory neuropathy),
f g 4 &9
¢ ugo T 8o FolA Hid ArEE
(Pneumonitis)
S (A EA )] BaE AT
By AEE Eshetth 9 2 (Fatigue), 79
aE o] gukg T
YH?25448-301
o] ¢F (N=196) A EYHE (N=197
nE 35+ HE 35w
w1 (%) | ©17(%) | 5 (%) | ©17&(%

1749 CTCAE 5
Fogo &4 go] FoA
3. YH25448-301 Al &ol A =

(MedDRA SOC)
NCI-CTCAE =&

718A &




3% 8] (MedDRA Preferred Term, PT)

Z+2E AP Fof(Gastrointestinal disorders)

4 A} (Diarrhoea) 26 2.6 39 05

T & (Stomatitis)? 17 05 12 05

24l (Nausea) 15 0 9.1

¥ ] (Constipation) 14 0 10

T E (Vomiting) 5.1 0.5 7.1
& 2 93 Z7 Ao (Skin and subcutaneous tissue disorders)

12 (Rash)® 55 4.1 60 3.6

7+ & % (Pruritus) 27 05 18 0

&S 54 (Nail toxicity)© 22 05 19 05

A4 9 ¥ (Dry skin)? 16 0.5 12 0
Z+Z AN AA Aof(Nervous system disorders)

A7} o] A (Paraesthesia) 39 2.6 6.6 0

% (Headache) 9.2 0 5.1 0.5

W% A7 "W 3(Neuropathy peripheral)® 7.7 0.5 0.5

o} A 2] & (Dizziness) 5.6 0 5.1

Z:L 7} A sH(Hypoaesthesia) 46 0 15 05
227 2 A =3 F o (Musculoskeletal and connective tissue disorders)

EL% o Z=(Muscle spasms) 13 0 3.6

5% (Myalgia) 3.6 0 2.0

5&7], ¥F 2 £7 Aol (Respiratory, thoracic and mediastinal disorders)

713 (Cough)’ 11 0 13 0

7HA A 9 2 3k(Interstitial lung disease)®" 2.6 15 15 1.0
94 AAM(Investigations)

%E}‘d olu] = do] F 4 F7HAlanine aminotransferase 5 L0 20 01

increased)

O}Zf—j}EE’L} 0]—‘3].‘4: ol &4 F7HAspartate 1 05 o6 66

aminotransferase increased)
WA 2 9% o (Metabolism and nutrition disorders)

218 7+~ (Decreased appetite) | 17 | 15 | 16 ‘ 05
AN Fo] 2 Fo 29 W (General disorders and administration site conditions)

9] % (Fatigue) | 6 | 26 | 86 | 10
Z+% & ol (Eye disorders)

= A2 (Dry eye) | a1 | o | 15 | o
ol & FELA #of(Blood and lymphatic system disorders)

81 (Anaemia) | 18 | 36 | 12 | 36

YH25448-301 A@olA A@ A 87118 F4ae o oFe] @xelA 151/della, AvE Yy
9] Bkt A 109704 o] Sl T}
TR R AR2A o g H 13 o4 Fo W B2 F H2 10% ol el s gAY




AdH oz Fosttha A AHHE S okttt

oo 9] 9F 9194 (National Cancer Institute, NCI) ©]dAHd] & €0 7]Z(Common Terminolog
Criteria for Adverse Events, CTCAE), W& 5.00] A%t

a g %3 8o FoA RuE AdE stk U9 (Stomatitis), oFZEF A % (Aphthou
ulcer), & AY¥ FA (Mouth ulceration), 3 AY¥ A (Tongue ulceration)

P ool wf g0l FellA Bay AHE EFETE o =5 (Acne), ¥4 (Dermatitis), o EE Y -
(Dermatitis acneiform), 2% %3 (Drug eruption), & WH(Erythema), 5% % (Folliculitis), ¥ % (Rash
S HkA W2 (Rash erythematous), ¥Hd @21(Rash macular), ¥H-% 23 (Rash maculo-papular

A4k (Rash popular), ¥4 22 (Rash pustular), 2%A @WZ(Rash pruritic), 3% =W (Ski
lesion), % A% (Skin ulcer), £ I H <A Hand dermatitis), Pustule, Acne pustular, &% 27
(Anal rash)

C TS 3 go ToAM HuHE AdE ¥tk &2F M A(Nail discolouration), £=WHE %A
(Nail disorder), £=%% o] %35 (Nail dystrophy), %57 (Nail infection), %% T4

(Nail ridging), %% 3<(Onychoclasis), %% 39 9 (Paronychia)
e FH fo FTolM Ruw AdEE 23tk A4 9 H(Dry skin), 5% (Eczema), ¥ 47

(Skin fissures)
oo T 8o FolA BHuy AlEE Eesith dx 27
Z

A7 W Z(Peripheral motor neuropathy), #Z %

< (Neuropathy peripheral), & %3

v
% A7 W Z(Peripheral sensorimotd
neuropathy), &% 7zt A7 ¥ Z(Peripheral sensory neuropathy), tHd 417 2 (Polyneuropathy)
foge #d g0 FolA nud AtgS £33k 713 (Cough), 4 713 (Productive cough)
g o] oFol A 1A EA #HE 3] CTCAE 555 (AW A)o] Bu=rt
hgge #H go FolA BnuE AldlE ¥£33h: 7hEA ¥ 2 S (Interstitial lung disease), ¥ 93
(Pneumonitis)
frpeo 7 go] FolA Bud AtdlE 33ty 9 & (Fatigue), T2 % (Asthenia), 71 (Lethargy

3 4. YH25448-201 A1 @l Al B gl o] ek’

YH25448-201
71#A A& F(MedDRA SOC) W=
NCI-CTCAE 5#* EE 5F(%) 3% °’3(%)

% &) (MedDRA Preferred Term, PT)
Z+E 93 # ol (Gastrointestinal disorders)

4 2} (Diarrhoea) 21.8 1.3

24 (Nausea) 154

¥ H] (Constipation) 16.7

Tl & (Stomatitis) 9

T E (Vomiting) 10.3 1.3
& 92 93 23& Fo(Skin and subcutaneous tissue disorders)

921 (Rash)? 449 1.3

7} % (Pruritus) 33.3 0

£-E =4 (Nail toxicity) 16.7 1.3

7174 9 F(Dry skin) 10.3 0
Z+E AN AA Ao (Nervous system disorders)




A2} o] *(Paraesthesia) 32.1 0
% (Headache) 24.4 0
o} A 2] & (Dizziness) 10.3 0
2% 217 W Z(Neuropathy peripheral)® 7.7 0
7+7y A &H(Hypoaesthesia) 5.1 0
224 2 A2 24 F o (Musculoskeletal and connective tissue disorders)
=& 9 =(Muscle spasms) 25.6 0
5 & (Myalgia) 12.8
79 2 7I1¥% 749 Infections and infestations)
271 % 2+ (Upper respiratory tract infection)® 115 0
2E&7], ¥% 2 %4 ) (Respiratory, thoracic and mediastinal disorders)
713 (Cough)? 19.2 0
¥ 4 % (Pneumonitis) 1.3 1.3
A4 A AH(Investigations)
et ofm e Ho] g4 F7HAlanine s 0
aminotransferase increased)
ol AT EEAL ofu| = Ho] & A Z7F(Aspartate 15 0
aminotransferase increased)
WA 2 F % F o (Metabolism and nutrition disorders)
218 7+ 4 (Decreased appetite) | 205 | 0
AN Fo] 2 Fo 29 W (General disorders and administration site conditions)
9] % (Fatigue) | 154 | 0
ZtE & AN (Eye disorders)
T AZDry eye) | 5.1 | 0
ol & FELA #of(Blood and lymphatic system disorders)
113 (Anaemia) | 5.1 | 1.3
TodtgE AmEA o] okS HA 13 ol Fol e I F HA 5% oA HAe A, 9
o= FQsitha Fekdk AlEE 8 ok
o) =9 o AdAFA(National Cancer Institute, NCI) o]4Ald 3% 89 7]5(Common
Terminology Criteria for Adverse Events, CTCAE), H & 4.00] A}-& = %t}
g A 8o FolA Rud AtdlE xgeich 2 (Rash), TR @ (Rash erythematous),
Hbak-7 21 92 (Rash maculo-papular), ¥H3 22 (Rash macular), 91=2<% 345 4 (Dermatitis

acneiform)
P 3 &0 Fold R AHHE £33 B

A7 W Z(Polyneuropathy)

P

A7 W Z(Neuropathy peripheral), th2

¢ g #FF Lo F9A4 HuE AEE 2k AV|E A (Upper respiratory tract

infection), Y]]+ (Nasopharyngitis), 7] ¥ X 4 (Bronchitis), ¥ %= 9 (Tonsillitis)
drge 8 fo] FoA Buy AEE zE3sh 7] H (Cough), 4 713 (Productive cough)

5. ks ol
1) EGFR Wo] %= HAF
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W o] % 32wt 35w A5E 588 eIt AR E Ag 4d A sorel 24
of ebskonl, §3 24 A ZANNL A7 olde FEEel et of o Folg AN F
wstn F5 AASAL 3L A

7 g

o o 20mge Fol We 2747 FA T NHMA0H, 15%)e] W$ EahAl vehon o 2
FFEE 35F ATE 8929001 o] o] Fol F MAL PAE AT L Fgol
WY BAE WEs mUEYtR, Wde] F3Eo) we o] of Rl A Fuatu
F ANSAL $FE G

1) o] ¢f2 F= FFEFER S-Hola4 Mu 1(glutathione S-transferase Mu 1, GST M1)
2 cytochrome P450 3A4(CYP3A4)el <]3] tiAbeth weba] o] k& GST Ml %
CYP3A4e] &gl F&& vA= FAe] WEFo] Al Fo5 23t

2) CYP3A4 AslAl(clEekants, ARIE, TS, welatE 5 ol AiA, o
szrhelyl, delzzvloldl 5 mtazehels FAA|, PEule], e 5 wursg
aolAlAl, el W wekan x}o %ﬁému W gRolo s delAEl e BF ¥
55 9

w7t S7 g 4 Ak webA o] ok A g CYP3A4 ;ﬂ Al el 7hs e HEekA & +
th A kol FAste] A E CYP3A4 Xﬂ‘ﬁﬂxﬂs’% HE&Fo] A=, dolAEHe ek
Hshe] 5o ois] HUs] EYE stojof g}

3) o] ¢S CYP3A4 F=Al(BIYER], FiufupAldA 2gIAl, vl2d]|FHolE 2 AMJAEEA
$JE(St. John's Wort[Hypericum perforatuml]s)et W85 Al #olAEHe dF w%=7}
Haso] o ofe] a7l AT o Utk webA o] k2 CYP3A4 fr=Alet 7Hedh W&

A B @

4) AA 9 A" A, o] oke P
dat A o A Aol A

5) o] ¢k& Atsto] fHkel A aekul A (breast cancer resistance protein, BCRP) A sljA| 2 F4 5
o, BCRP 7|42 <&zl = (EFvutaedl, EEAA O E, Hupatetxl, &Fut2~Ed, of
E=ZnlxEel) o] W8 Fo, kA 52 AFe] AFHE TsloF s

rot

6) o o} CYP3A4 AsiAlz F4 = o] CYP3A4e] 7A(MuEs, dxetEd 5 FHA
2 FEckA, muksEEl, AukaeEa 5 AdzdA, Yagiel s, Edinge 5
A, wZed, AR 5 AaAdAaA) el WeFodl AoH CYP3A4 714 A%
FEE S J o

o wEbA] tEA Q] CYP3A4 71 A o] W& A, 71 e ek

3l
so] Aol da) W0 muUEe shelof gk,




7) ol okt sARu At HEAEL FAsT] AF QAR FARA Lokt o
W WA EAG BApelA] S EE S AAY] FFe B A, AT AR o] o

o] AA o] &Fd WA= JgFL roir},

D4

o] °f& YFolAl Tl AE= vk AP AASES Btk fA g=ol o)A
Eg Fol Al At ol =E3ES] 439 =2 A Akl A ¥ &Y STk HA F
F A2 dEEAY. A8 B A AGAE Al AT w, o] of2 dAF Aol
Fol Al "ol BA4E 2 g vk o] oF2 Rl FolakA &=

2) %

dolAEd w1 gAAE Ay

T2 S EEAE dEA A o Eas %

OJAEE = I HAHA WiES FES o R EASHA &t slHo] ofoloAle] ¢
S AL 5 ok SRl ] F AR T FHE THES dof I

3) FH

Abgre] el ofo] WA= el W A £

J 3
o ANl FFL Fol ANFHL AFAA F Uk Ao vehy

1) F4/749) o4
Y g o o Fel 3 YA Aedelor g B4

8. Aot e ol
dwob @Al o] ofe] by L frEAol YA etk

9. LA} Uik Fo

o] ¢F 240mg & Fol e A} 274 F 65A o]l A= 1447 (52.6%) 0] . o] kg
2 357 oA o] AukS wrAlES 654 MRk FAlol A 95%(124/1309) 9k 26%(34/1309),
6541 o] AF FAFFol A 97%(140/144%8) 9k 47%(68/144%) 2 B uw ATt oF=3 dHE o4
HES W 35 oA ol AukS WHAES 654 wwk FAtol A 88%(114/130% )¢}
129(16/130%), 6541 o4 bl Al 88%(126/144™) ¢} 2026(29/144™) = KW ¥ ATt KL
H oolduhgo] TR A"y BAGlel FAFSATE 654 ool At 654 H R $kAlo
v 3l 355 1 PPA o] Aukg-S v Wol ®udttt 654 oA} #xke} 654 MW A H

10. o) BAe] B Fo




T o) B A o] oFf b FEAS SHEA R TIAAIHAA Y et
W ol Aol EA(ALT) & ol A2 EAL ofn|e Aol EA(AST)FA 7} 25 x BAA
Sk (upper limit normal, ULN)Z 43}74‘/}(%“%‘ 7hsd 1F Aoz gl A9) b5 x AR
AR (2 Adolzk e ARl A e dEFHl X7 15 x AR (FE 7t
B Hol7E gl A Ee 3 x AN “'SJ A(F Hol7b e AH)E 2dste e 94
Al o1 5
of

X
Fol Al A9 HPonE olFel i by B FEHES FANA Wtk AANHAA
% b Bk ol oo B4 3FE RUHY 3

11. Ao #xte] gk F4
A A3zt 32 (Cockeroft and Gault HA 2o o & A olEl o
50mL/min "] %F) o thdk o] ko] tHAI FaAHLS FHIA AU 55, T 2 U

7] el B Fop A Felsok gt

12. AZ3HALA A S 2 F
PFAA A Ol M A= wolAEE e dEFL Y HoldA &k

13. A ZFFA 9 A A

A 17278 A &FAEA FEAA ol AEHY 20mgolA 320mg7tAl & T @
A Fot g#A3H=E 4 (dose limiting toxicities, DLT)o] #Z&] ] ¢kgkt}. o] ko] koo
gt Sold X5 §low, FFFoo) o FA2 YA LUtk HFFoie A o
ANESS AREHQl HE AE At glsdos X5k g

3
v
il
oo
N
=2
jus)
=
-
2
i
rlr
P
rlo
S
>,
K
(o,
(o]
-0,
it}
M
W
o

A A WA whEH A gon

15. A&E7HE 943 AR

1) °oFe)#-&

o] ¢k EZAl 7|YA A A (Tyrosine Kinase Inhibitor, TKI)¢|t}. ©] 2 EGFR &%
ol dejdo] =2 H|7F9 4 EGFR-TKIZ ©FAl¥ EGFRS HEsHAA €4 EGFR =4
Ho] Ex19del, LR % T790M =AW olE Fx o7 sl 3744 (blood brain barrier,
BBB)& & ¥ gttt

In vitro A3@AA dolAEHHS dd EdWo(Dell9, L8R, T790M)e} o5 E=AWo]
(Del19/T790M % L858R/T790M)= E%é}t =AWl EGFR 7luobAloll A 27t Asl &
#E BATHICy uk 1.7-20.6 nM). WrH #o] A E]'d-2 Her2, Herd = EGFR oFA el ojs}
= —?——’Fﬂ AEAd S Btk EGFR =9dWo] HAAMEZH S AlZFE o] &3 7] AT oA
o] A E'H> EGFR, AKT % ERK®| QI4tst g5 AAHA fHAAF L, AlZEARE 54

ik

[‘

v
rlo

é




k2ol BimEL % caspase-3/79 &

EGFR B &AM ZH < M Eo F2Ao] HAdhe o
of g A3 a3dE EATh

In vivo 28 #olAEYe AT T2 wd EGFR EdWo] T T790Me] *3+%

. T~
NFEAWOIE 2t MAAZAG olFolH vhs RuN $5Y FEF AHE Y

A A% 7S YH25448-201 2 YH25448-301 A dollA o] oF

& 4407 8] FAtell A AEE Pl AEHY A FEe QTcF Wstdo A

FIFREE H7EAY. dolAEYE 240mgs WS Fol F Chass(FE A H g

Cmax, D17.15 ng/mL)oll A QTcF W3tk 7.3 msecE oA|=H AL, o] thgt 90% 4= 2l
T-ZHCD 7332 7.8 msecE o S5 Sl

o
12
N
i
lo
B
k

= A7 Fold 5, delA
oA 240mg Fol Al FA=
, Crnax B0 AUC] did A4 ==&

el 2= o], 4= dolAEHe] A of&Eo ATH A
okt BlaAEH Y St A AEER G AAZE delAE e HA =F
g0 HIHgE A3, Crax B AUCC ®igh A =% B(2 *L}v‘i‘—‘ﬂl‘—ﬂ
o) 27 8555%(90% CI, 67.28-108.77%) 2 799
-99.59%) % #EH o] AAEB[AA AL ol AEde] A o] &E v 1% 0322}%

=
B

o2 N HTomd
o N
mlo

(@] off
=
B of
oo
Ol
o
2

of k2 WAMEANY BAA 240mg W3 Fol A dolAEde BT PEEHE
426397LE A W BAAF FEA AFHAA In viro AGAN Aol AEH DY w
WA AELS 99.1-99.7%°] A T

(3) WAk
In vitro N 8AA dolAEde Fa A ARE= GST Mo 93t ZFEEe ¥ &0]9




(4) A
o] oFS HIAAMEHS FAA Fol A HelAEEY % wEE olF AFH
(bi-exponentially) &2 7FA3l L, 240mg ©3] Fo] & #o|AE g Hat ek A vkt
715 6472417kl AT FH oAl MAC-H oA B HE Foste] widE = A ss 54T 2

I s, BW, AR 747 60%, 24%, 4.4%7F vl B A

3 YA AR
(1) ool A= & A gl EGFR Wol A =4 I3 T+ dolid vAMEH &
2}~ YH25448-301
2184 Zghol| tiste] o] del] WAl X5E WA 2 EGFR ®Wo] 3 =4 &g == A
ol HIAAEAG 32t X5 A] o] ¢ FFEA H kAol FAMA, olF wUHH, &
2tz AP (LASER30D A 9455tk LASER301 9749 A8 T&
74 2901 014
o Buidol AZ wWi7bA e A@AZE ddstrle 27 o ol A4
S AE}A FE WA ANE A5E Fo] @k fx2FAYEHYE)S F
state] A9, AW 2 & (progressive disease, PD)o] wAlgl & A} = %‘*‘%}
Ab AL TT790M Wolell A<l A% o] oF guietHo®m WAzt s & ATt o
FONR Y B) 3 Hlaste] iAo w ou Qla SAA SR AA F9% UXJS@
| ZF(progression—free survival, PFS) 7IA S ASsAHESat 242 2067142 2
9.7714, HR=0.45, 95% CI: 0.34, 0.58; P<0.001). A&} A7} 2]k LASER301°14 9]
g4 A7t & 59 895 glom, PESY tdk Kaplan-Meier A& 1% 19 e}
W LTk
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% 5. A¥x Frto] 2 LASER30191A4 ¢ &4 23




PR o] oF AT E U B
(N=196) (N=197)
2R3 AZE 717+ (Progression-free survival)'
AbA 4 (%maturity) 92 (46.9) 147 (74.6)
TS O1€E) (95% CI) 20.6 (17.8, 26.1) 9.7 (9.2, 11.3)
HR (95% CI); P-%k 0.45 (0.34, 0.58); <0.001
21 # 3 H¥-3-E (Objective Response Rate)
WS-8 (95% CD) 76.0% (69.4, 81.8) | 76.1% (696, 81.9)
Q =H] (95% CI); P-#k 0.99 (0.62, 1.59); P=0.973
B8 7|7t (Duration of Response, DoR)
Ut 18) (95% CD 194 (166, 249 | 83 (69, 109)

HR (Hazard Ratio)=9] % 4]; CI (Confidence Interval)=213% -7t

RECIST vl.1el w& A gda frbell A% s 84 23

HR< 1 ¥ o= >1& o] oo #g]3ht,

" EstgE =94 39 7 E(Blinded Independent Central Review, BICR)o| A 718 PFS 2 3=
Azt Brrel A Bad A3 fFAbsEIth BICR B 7kel w2 PFS S92 o] okoll A 18.071€
(95% CI; 15.1, 23.3)e1 3 Al EY B4 95704 (95% CIL 8.1, 11.3)¢] At

I9H 1. LASER30191 A4 A& =boll )& H7FEl PFSo] o dk Kaplan-Meier =41

1.0+

+ Censered

0.8

0.6

0.4

Probability of progression—free survival

02+

Leazertinib 188 1T 183 4 25 oo g3
Gefiting | 787 e T AL ® 5 28 ; f I8 |
0 3 6 g 12 15 18 21 24 27 30
Time fram randomization {months)

ARM Lazertinib ------ Gefitink

PFSel glo] thzeHATE YB3} Hlasle] of ofe] ol
AW AF Al CNS 7ol gH, % EGFR #ol %8 (9
Age E3ekel Aol gelE BE B4 s9le] 2

= ko) (o3 =
T 0, 1,]—0’ AéBEJ; F?ﬂ T,

%
& 19 A& e 9E 21(L858R)
A

el glal AAEgH o R b3 H-Ho] A= LASER301 Algd #FHAEd = 3
Aot w7t E =97 F9 A E(Blinded Independent Central Review, BICR)| w&




T W TR AE 7IZHGPES)S o] oS o] w2 oA 282709 (95% CI,
14.8, 28.2), Z=FAFEEH)E Fof 2 oA 8471 (95% CL 6.7, =23HA] Zo
(not reached))©|ATH3E 6, 1% 2).

i 6. BICR® 7}l W& LASER301 #7074 W &4 23

frad Ax o] o AT EHY B
T3 W A3 A= 7|7t (Intracranial Progression-free survival)

Bt 7 e wHEWe] e oA () 45 41

A 4 (% maturity) 14 (31.1) 21 (51.2)

T4 Ong) (95% CI) 28.2 (14.8, 28.2) 8.4 (6.7, NR)
FAZ W ABF v E (Intracranial Objective Response Rate)

A 7hssh Aol e A +(8) 18 15

HES-E (95% CI) 94.4% (72.7, 99.9) 73.3% (44.9, 92.2)
T7 U w$ A% 7|7+ (Intracranial Duration of Response)

TS O1€E) (95% CI) NR (8.3, NR) 6.3 (2.8, NR)

CI (Confidence Interval)=A1%] 37} NR(Not Reached)==&3}# &5
RECIST vl.lel w& +w7tgdd 584 54 JEd A% e fa4d 439
(e}

T A% v)e] FRARTE AFAAY, TRAVE 49 FE AUARE AEA

% 2. LASER3019 4 BICRel <¢]&l @ 7}# iPFSe| gk Kaplan-Meier =171

1.0 4_"44—-—-&—- + Censored

-+

0.8

06

f

0.4 e e

0.2

Probability of intracranial progression-free survival
+

0.0

Lazertinib
Gefitinb

0 3 6 9 12 15 18 21 24 27 30
Time from randomization (months)

ARM Lazertinib ------ Gefitinb

A AE(Overall Survival, OS)ell st A HA AL XAE F3F E42 PES 4 A
e, A HA T B4 AldoA 29%9] AFE(A - 25%, tET 32.5%)°] WA
sttt S A AlHelA o] ok XK AFEYR)H vluste] SAA SR AA g
OS 7hxo] #ZE A gk oh(P=0.116), OSol thdk AW = ofz AL A ekgkr)




2 A e T7TO0M ¥4 HIAAEH S 824 - YH25448-201
TEE R A A AuAE A FEA sdWol A (EGFRmT) I3 BlA
& il oF u

Az At & delAEE S 24 A5AR Fol W2 gidatedA =5 delge 7]

Aol AE Y AA124 A8 FE AddaE 20199 9¢ 30dolt) AA &= T790M
Aol A dAAH162H)ANA 5H T4 AEACR)S AldA H7HIA)I w}—?—:— N3
HHS-5(ORR)S 59% 2 68%°]3th 5§ o HES AdA Hubo w2 F3g-Ay=

N

|ZHPES) sk 109 7H€(95% CL 8.1, 15.1) 2 11.0 71¥€(95% CI; 8.1, 13.6)°] ATt
a9 3, 2" 4). dolAEY 240mg & el i " dHFAHT8Y) T, TT90M & A o]
G AR NF =Y TS HAES AIFEA B whE AuA wgEL 58% %
72% oA HH T HES AFA Hrrel wE FAd AE 72 110 7E(95%
CL 56, 164) % 132 71€(95% CL 9.6, =934 %(not reached)) o] ATH1H 3, 17
4).

—~

a9 3. T7T90M = Fo]l 4 3AedA 57 T4 HEACR)A mE 7318 A&7 (Y
AN W5 YH25448-201)

Overall Dose (n=162) 240 mg (n=76)
1 '“_'* Censaned 10 oy, Censored
L
k e

T o0g k‘—c = 08 \

£ 5 g T ¥

g : i

: L : a

o o il

% 0§ ; mPFS (95% CI) % 06 — \ mPFS (95% CI)

a 10.9 (8.1, 15.1) g | 11.0(5.6, 16.4)

g 0.4 e fl:’n "ﬁ—‘|_L7

B o 04

o ! -

Z =2 5

£ = i o

2 by 3 ) I
o

g 02 I_"l-—* E 2
[=%

0 EY ]
At Rigk LI - L . ] N 51 a n 1] L R u ] 3 [ At Aisk 18 [ 50 34 20 [ 2 ] 5 2 ]

0 2 4 & ] i 12 14 1§ 18 20 2 # 25 kLl

=
"

§ ] 10 12 14 16 8 2

Time from muftiple dosing (months) Time from mutiple dosing (months)

CL: 21¥] 5 7F(confidence interval); ICR: %% %% 7 E(independent central review);

mPFS: 5338 AL 7|7 5 3k(median progression—free survival)

I 4 T7T9O0M =dWo] Fd FApellM Alda F7HIA)O we 3 AL 713 (A
¥ W3 YH25448-201)




Probability of Progression-free survival

Overall Dose (n=162) 240 mg (n=76)

= + Censored | — + Cenaceed

]

= mPFS (95% Cl)

s L_L’m.z {9.6, NR)

]

——

o hy mPFS (35% Cl)
! 11.0(8.1,13.6)

Probabhility of Progression-free survival

LY 0.0

Bt Risk RTINS S I T R S T T S S 1 W i ] A Risk 78 7 P 45 34 20 18 s 5 2 0

(3

02 4 FE B d0 12 4 16 1B R 2 B X 2 5 2 ‘ § i 10 iz 14 i@ is 3

Time frem multipie dosing {months) Time from multiple desing (menths)

CL: AlZ] 57 confidence interval); IA: A& A+ % 7}(investigator assessment); mPFS: &
A3y AE 7 TUFH(median progression—free survival); NR: =25 %] ¢FS-(not

reached)

AA &HT Y 5H Y
(measurable brain lesion)©] &

2t Gzl e FA o AR wg
64% olvt. AA &F W =¥ T
(evaluable brain lesion)e] U&= A=} == Z+ZF 649, 99 o)t 59 T4 #HES
A @A F7tel & F7 Ul 738 AL 7] ZH(intracranial PFS)9] S¢#S BF &9
SHA] EAHEH TF HAE 9HB% CL 140, =234 &S(not reached), Al&# H7}
95% CIL; 137, =&3A 25 (not reached)).
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£ (intracranial objective response rate= 55% %
% AR} A FAel he Bo} ks ] g
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EEY 2 RFRAA A @6}913, o -
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) A5

Aol AEH e Q= Fes 27w A FBAN 0me/kg FoATAM Bl Hg F &
A Fksk AF A4 Fo ast BEEth B, 94 RS wes BgAFA
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e DCR : Disease control rate

¢ DoR : Duration of response

e iDCR
e iDoR

: Intracranial disease control rate

: Intracranial duration of response



ILD : Interstitial lung disease

iORR : Intracranial objective response rate
iPFS : Intracranial progression-free survival
ORR : Objective response rate

OS : Overall survival

PFS : Progression-free survival

TKIs : Tyrosine kinase inhibitors

TTR : Time to response
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Lazertinib versus Gefitinib as the First line Treatment in Patients with Epidermal Growth Factor Receptor
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