171 H 1A

)
RO
Tl

Hio
Hio

ol
ol

20240234567

o]
g
3

2024.12.27.

, H-8%, 2585

5

[}

&7k, Ao F oA

g2k atg80d 2] 13 (2l o] A El i

)

O

atr]
N

—_

ol
ofl
~
oH

Rl

K

(1791-9-ND)

ox

[

Ale] °F 178(484.10mg &) oAl gl dadLdr3hE 96.48mg

1=
ai

A BAkel 17 A

3L
s

014 Hl2:A

2021-01-18
EGFR

=P

J

ooh A

b=
ai

|

= 7%, X8 A2 Ao EGFR Wo] AHE H7}

EGFR T790M W o]
S

T

| .

o] Ao EGFR-TKIZ X Eu-& Ho] 9

& oF

o

NJo

=
o

o

- T790M H 0]

= 9%

- o]A o] EGFR-TKIZ X

of A% &2 19 135 240mg(80mg, 374)o|t}.

k

[e)
2

l

@)

s

jors

W

Ly

H = 2

W60

517 A&t

__on_
Jlo
__On_

L

ni0
0{0
TI
0f0

L

7|
& 7}
At

=

ok AAE FTAY

A oF

A TA=

3}
)=

=%

e =

°©

& ATE

ok
o}

|

@)




ZNAY oA ¢ "ot
$A7F AAE A sle B AAE ST E4HAA
E8d 4 do AA 3 F4A ¥ o 50mLe & ¥ &
TAEEE AL & SA Y O by, 2RE] 3R FEE OF
50mLe] =< Tﬂokﬂ SA tA g g2 A SR YRS
3t E}. A &F(160mg [80mg, 2H)) S BHE3te= A FYI £
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o] AfurS. N | 97
Pdd WEg  (LD)/HES e 55 olgkgo] OMEIH o] okt oju]gHElRlS
(Pneumonitis) %‘*1 ZAI51L, o] gyuk3o] =eld He F
SHsi
Ao A S(VTE) 2~35+ Ol OM ofulgrElRlS YAl FAIGH. Q)
Al LIRS Fofsict. F3uA| Foizh
AR B 8ol o] of} ofulytel
wo| £o AVKE weidich
bsv Fv FSUA ARowo] oFs YAl FAISHL ofulgrEpRie G
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1. 31
1) 2t& 4 W& & (Interstitial Lung Disease, ILD)/ H S Z(Pneumonitis)

clOIMEIY Lat1/28 A& (YH25448-201)0IM 2XF X2 R L& 34 AIE(YH25448-301)0IA 11X Xl
22 0l & 240mgS F0 &2 T 2748 = 2.9%° EXNUM 2EH HEES/HES0 DA
0l & SEXIt 352 0142 HRE 1.5%, ANBHQ A2 0.4%0M ENACH AHEE HEE/HI
S Z2EABe S22 4.9 0IALE
MARIPOSA AIE0IA O oFt OIOIEHEIR HERHY
4s

2HA2O, 0 & 1.0%= 383, 0.2%=

—_

22 A2 31%0AN 2EE HEE/HES SO
ANEHC A2 0.2%0H AN 2UEUCH,

2.9%° SXJF O &t OHOIBFEIYS & SHOHAL

CtetA O oF S0 Al, X0 O <Fol Ol&BHZ20Il THo ==l 282 otl, & S0 382
gh JIE ¥ 2 S)0l ol RASHH 2Z & 2HEd HES/HIES AME = A= 587 24
0 LIEtUt= BR0=s SHE SXot(YE2QY Al OtOIBHELY 28 018 S40 ol 41531 XA
ot &alLl= 32, ERSH6tD HEE XS E HAIGHHOF 8T

2) 3% €™ MAEZS(VTE)

Ol 2t OIDIBIEIEY SEER2Y Al 48 Y gdSOVNY H MAES(PE)S Zgst 32 XFHQ
0 28 MES0| 2dE = AU UREE s R 418 s 2dotjA

MARIPOSA AIEl0IAl O 2f1+ OtDIBHELE SEQYS 22 X2 36%0A N 28 MUS0| LAA:
OM, 0 & 10%= 352, 0.5%= 4SS0IACt. EEDH NSE L= S 1.2%5LH)NAN LMGA
Ct. XA A2 224(0.5%) BDEAL, 7% XDt 0 & SOHE LA SXHALD, 0.5%2 k=
Of &f S&= 2oL, 1.9%2 &Xes 0l & FHE S+ SHotALH W S8 HES2 LEHAE
O SYUS 84L(HRI: 6~7772)0IALH.

Of <t OfOIEHELY EEEY H 442 So &SIH HYES AlotE, HIEE K Z2gH F0=
AN el 3% g8 M5 =2 ¥ So4= Heol ZUHEotD, &8s ostd XXE F
SHCH O f1t OFDIBHEY HEQHES S0 M A X £= @7 sHs DHSHSEHEY
). Ot0IBtEIR S 88 & HHEH2 Y 229 SiItAg s X260

2. Ot &Xl= S0otx & A

1) O efo] =4=20ILt SIHM0l ol S5 U2S0l A= X

3. O8 EXl= &S0l Fog A

1) AEH HES/HEE LY A AUXNE IHALD U= AL S8 HEW, SL8 HERE, 224
HE, JHES, A FE4 HE, ASFREE B 8X L= 018 Z&o g0 As 8MHAE=2
OIst RAAL0| LS 43S0 BEHE = 202 FOSHHH

4. 0l&its

<HS2E>

0] of =8 AdY OI0IHE YH25448-201 AIE(2Xt XIE) & YH25448-301 AIE(1Xt XIZ)0IA O &
12 240mgS 0 22 HAXH2748)22H =& & CIOIEHE JIgte2 St

0l = 268E(97.8%)0A Ol&EI20| BNEACH, HREE2 0|4EE 5= 182 L= 28=0I%ATH

20% OI&H0IIA Za85H D1 BIRGHH 210E 0/4BrE2 LX(55%), X2 014(52%), JtHASE(29%),
HAH27%), ELESH(23%), TZ(21%), A= 24(20%)0I1AUCH 2Rt 45.6%0M SZ 0l &EHS(CTCAE
grade 3S2 0I&)0 LIEFGICH 2% OIM0IA Zrast DI BIBIGHH E0E ST 0/4BE82 H MAEES(4.0%),
LA(3.6%), X2 014(3.3%), EIE(2.9%), EAH2.2%), LIZ2(2.2%)0IACt. Ol&tES22 Qlst 8 ZA=
21.2%°2 SXS0AM LIEHS M 9.5%It 0l&4EHS22 Q15t0 TS SHOIUL

CIS E 401 YH25448-201 & YH25448-301 AIEOMIA 0] & 240mg = S0 22 SXH0IAM 0 20 O
ol E0E O|AEIESZS MedDRA J|2H UI23=(System Organ Class, SOC)0| et Bl €2 =8 Ae|otd




ol
=
rﬁ
0
rc
o
fr

Ct. BI&D =2 0l4ESRH Lot 0
(10% 014}), EatAH(1% Ol& 10% 012, E6tX & I(O 1% 014 1% 018, =E2HI(0.01% 014 0.1%
01%

s JIE0l 2o Z2lotALh: i S0t
Ls . D
0He E22H(0.01% 012, 81 2FOI2Et HOIEHZFH =8 2t58).

12h),

H 4. YH25448-201 & YH25448-301 AIES0IA 21E 0l4EHS

7138A ojE5(MedDRA SOC) YH25448-201 ¥ YH25448-301 &3t (N=274)

NCI-CTCAE =& 2E 53H%) 1 353 olA(%)

tj® 80 (MedDRA Preferred Term, PT)
& o 1]} £A] AJof|(Skin and subcutaneous tissue disorders)

4%1(Rash) ® UH ¢ S31AI(55) 3.6

7}2]-2-%(Pruritus) S35HA4(29) 0.4

SUEE E—"*(Nall toxicity) ° UH$ S5HAI(23) 0.7

7’4 2 (Dry skin) © -2 E57A(15) 0.4
2tx X737 Aof(Nervous system disorders)

A|Zt o]*HParaesthesia) ¢ 0 S5HA|(52) 3.3

=%(Headache) 0j-- &51A|(16) 0.4

0}x]2]{2(Dizziness) S51A(8.8) 0
21% QA Alof(Gastrointestinal disorders)

4 A Diarrhoea) 0j-Q- S51A|(27) 2.2

YD (Stomatitis) © 0% E5}7|(18) 0.4

9 Al(Nausea) )2 S51A|(18) 0

BH](Constipation) 09 SsHAI(17) 0

ZLE(Vomiting) S351A(6.9) 0.7

43} 2K Dyspepsia) S3517A(6.9) 0
A4l Aol U Eo] B9l HEf(General disorders and administration site conditions)

1] 2 (Fatigue) ' l ufe S5t (21) l 2.2
AL 2 o39F Alofj(Metabolism and nutrition disorders)

Al 744 (Decreased appetite) [ 0§-2 S51HA|(20) [ 1.5
4274 4 A 1A Aof(Musculoskeletal and connective tissue disorders)

-8 AZ=(Muscle spasms) 0-& S5HA|(18) 0.4

o 5-&(Myalgia) S517(6.2) 0
357], % 9 =74 Aoj|(Respiratory, thoracic and mediastinal disorders)

71%}(Cough) * 02 E5AI(17) 0

1] A% Z(Pulmonary embolism) _ Ss(9.1) 40"

7HaA b AlsKInterstitial lung disease) ' S51A(2.9) 1.5’
A} AAHInvestigations)

Oe}e}ld O}D]i ﬁol —Q—i F7}(Alan1ne H 96}71](16) 1.1

aminotransferase increased)

O}L.JJJ(EE/}_]' O}U]i.ﬁol 24 Z7HAspartate e B51A(19) 0.4

aminotransferase increased)

ol F3otE]d S7HBlood creatinine 5=

increased) EHIT7) 0
3ol 4 AxA Fof(Blood and lymphatic system disorders)

¥13(Anaemia) [ 02 S51A|(16) [ 2.9
7t @ 7]*}}% Z+(Infections and infestations)

COVID-19 * [ ufe =51A(12) l 0
Y= & A}oj|(Eye dlsorders)

= =A(Ocular toxicity) ! [ Z517](5.5) [ 0
TYH25448-201, YH25448-301 A& OIOIEDt SECIQUCH SLHE S22 PEAANEE I=2M 0] & 240mg2 = A 13 0|4 &
g2 BXO A2 QGEHALCEH
IDI-T1 g & A4 (National Cancer Institute, NCI) Ol&f Al 38 01 J1&(Common Terminology Criteria for Adverse Events,
E),

J
YH25448-201 Al&2l B2 HAE 4.03, YH25448-301 A&l B2 H& 5.001 AIZERUCH
& 20 SHM BN MIE ZEEICH 01E8(Acne), sZH 0§EE(Acne pustular), IS (Dermatitis), 0S8
(Dermatitis acneiform), 22 2&(Drug eruption), &8HErythema), DY (Folliculitis), £ LIRS (Hand dermatitis), 15
(Pustule), &&l(Rash), E8tH 2ZI(Rash erythematous) ghal &t XI(Rash macular), BtA-& 2XI(Rash maculo—papular), 7%
(Rash papular), A2 2 XI(Rash pruritic), SX4 2&(Rash pustular), 82 2&(Anal rash), IS %@(Skin toxicity), LI
(Skin reaction), LIS €2H(Skin exfoliation), LI &W(Skin lesion), LIF H2(Skin ulcer), XA TIEY (Seborrhoeic
matitis), =24 T2 (Dermatitis bullous), €& T2 (Solar dermatitis), =& 2 (Folliculitis barbae) Iy
(Dermatitis infected)
o Z& 80 S0A B1E AldE ZEESHCH 22 &2 E(Ingrowing nail), £=2& B (Nail discolouration), =2Z&&0i(Nail
dlsorder), =2 E0/F2S(Nail dystrophy), =Z2E2H(Nail infection), &2 & =& &4 (Nail ridging), &2 &It&(0Onychoclasis),
=gE E'E%(Onychomycosus) =2 & =2 (Paronychia)
29 Z2& 80 UM E1E Mﬁl% ZESCHE A4 T2(0ry skin), &
S&(Eczema eyelids), TIE ZE(Skin fissures), 21ZXZS(Xerosis), IIE &K
d 032 =28 80 SUA 21= MB#I% HEHSHE 22 Mo (Hypoaesthesia
peripheral), XI2t Ol&H(Paraesthesia), 72 X2t 04t (Paraesthesia oral),
25 Ux AH Y5 (Peripheral sensorimotor neuropathy), 2tx 282t Al

Qo
0

\_OJ>JU

=l
[11%

|5
gt

T Nt wo
00 ™ o AT

U Qo
[©)
=

Oy
DIO 0

i
DQ

A X

(Eczema), HZE & (Eczema asteatotic), =HE
(Skin d|sorder)

), dZS(Neuralgia), L= &1 HS(Neuropathy

S Yx AF YS(Peripheral motor neuropathy), 2+2¢
& S(Peripheral sensory neuropathy), CHgt

(=3
fumy
Z




AlZE(Polyneuropathy)

e i3 2& 80 S0 B0 AMHE E&SICHE 722 =S (Angular cheilitis), OFZEHS H2H(Aphthous ulcer), &= (Cheilitis),
HH(Glossitis), 2= SZ(Lip pain), LI (Stomatitis), & HY¥ & & (Mouth ulceration), B2 &Z(Mucosal inflammation), & &
& d(Tongue ulceration)

f 032 28 20 SN 20 AldIE Z&6Ch UIZ(Fatigue), £ S(Asthenia), J1%H(Lethargy), 2 EH(Malaise)

g 039 Z2& 80 S0AM B1E AlIE Z&SHCH J1&(Cough), &4 J1&(Productive cough)

h 0] 220 2212 CTCAE 5SS2(XIYH)0| ENZALCH

i 032 28 80 S0A B0= AE E&stCh 224 HZE &H(Interstitial lung disease), HE S (Pneumonitis)

j 0] 2Z0A 1242 CTCAE 5S3(XIHA)0| E0EQAUCH

k OS2 =& 20| SHA 210 AlellS E&sHCH: COVID-19, COVID-19 HIE(COVID-19 pneumonia), COVID-19 2

[[e}

| &l(Suspected COVID-19)
| 029 2& &0 SUAM 210 AME Z&8HCH & HE(Dry eye), & A%S(Eye pruritus), B4 219t (Punctate keratitis), AlOF
S&(Vision blurred), AlZt Z0H(Visual impairment)

H 5. YH25448-301 AE0IA 210& 0l&EST

YH25448-301
7187 g&-5(MedDRA SOC) o] of A=eys
(N=196) (N=197)

y oot 2E 59 353 o RE S 353 ol
NCI-CTCAE 53 % (%) %) (%)

& 80 (MedDRA Preferred Term, PT)
mjt d 13} xA] Ao(Skin and subcutaneous tissue disorders)

Yx](Rash) ? 56 4.6 61 3.6

7}2-&Z(Pruritus) 27 0.5 19 0

249k =XM(Nail toxicity) ° 23 0.5 20 0.5

744 15 (Dry skin) © 17 0.5 13 0
2= 1.\_17371] Zof|(Nervous system disorders)

A|Z+ o|A}(Paraesthesia) ¢ 53 3.1 9.6 0.5

=5 (Headache) 12 0.5 7.1 0.5
Z¥=. 9)ARt Aofl(Gastrointestinal disorders)

A AHDiarrhoea) 27 2.6 40 0.5

T (Stomatitis) © 19 0.5 12 0.5

2 Al(Nausea) 18 0 11 0

H8](Constipation) 16 0 13 0
AAl Aol A Eof Ho] HE(General disorders and administration site conditions)

1] 2 (Fatigue) [ 21 [ 3.1 [ 12 [ 2.0
(ol 91 A x7] Rofj(Blood and lymphatic system disorders)

13 (Anaemia) [ 20 [ 3.6 [ 12 [ 3.6
AL 2 9J9F Alofj(Metabolism and nutrition disorders)

212 7PDecreased appetite) [ 18 [ 2.0 [ 17 [ 1.0
A4t ZAXHInvestigations)

Yepd ofule ZFo] &4 Z7|Alanine

inotransferase | ) 17 1.5 32 9.1

oAmZEAL ojn]i To] G4 Z7 fAspartate 13 05 28 6.6

. oo | ) . )
748 9 7]AE 7 9(Infections and infestations)

COVID-19 ® [ 16 [ 0 [ 11 [ 2.0"
== U Ast xA] Zlof(Musculoskeletal and connective tissue disorders)

-5 9&(Muscle spasms) [ 14 [ 0.5 [ 3.6 [ 0
557, 84 2 &4 Zof(Respiratory, thoracic and mediastinal disorders)

717 (Cough) ' 14 0 14 0

Z_P@H M]T‘z}(lnterstltlal lung 36 5k L5 L0

disease) ’

2% = Xlofi(Eye dlsorden;)

% =X(Ocular toxicity) ! [ 5.1 [ 0 [ 3.0 [ 0
YH25448-301 AIEOMA AIE XIZDI12t0 S22 0] 2429 XA 21.5HR0IU D, HTEILIE 22 XA 11.1JHZ0IRACH
TRAAEE XIZS2AH 0l 22 2A 18 014 F0 22 &K & 24 10% OIé!OiI/\-I LMEIRILE, LANCZ ZQotCH) THEHst

MAIE 9‘%0}0:'1:}
10/= =28 & AR2A (National Cancer Institute, NCI) Ol&Atel 88 &0 JIE (Common Terminology Criteria for Adverse Events,

CTCAE) H&E 5.001 A=EIAC

a U39 2& 280 oA B0 AHIE EZ&6HE EE(Acne), TIE S (Dermatitis), HESEY T2 S (Dermatitis acneiform), %2

2 XI(Drug eruption), E8HErythema), 2= (Folliculitis), &l(Rash), £t 2 (Rash erythematous), Etah 2 (Rash macular),

BHA-R A 2 (Rash maculo—papular), F&Z & (Rash papular), sZ4 2&(Rash pustular), A2AH 2 (Rash pruritic), IS

& (Skin lesion), IS AL(Skin ulcer), & IR S (Hand dermatitis), 1S 2% (Pustule), SZA 0HEZ(Acne pustular), &2

2 X(Anal rash), ¥ S4(Skin toxicity), LIE BFS(Skin reaction), LI E2H(Skin exfoliation), X124 LIS (Seborrhoeic




dermatitis), =24 L2 (Dermatitis bullous), L&A T2 (Solar dermatitis), =& 2 (Folliculitis barbae), IIF &
2+ (Dermatitis infected)

b 32 2& S0 S0A B0 AtHE ESSHE =2E B4M(Nail discolouration), =& 0i(Nail disorder), =&
019 25 (Nail dystrophy), =2 &2 (Nail infection), =2 & s4& &AM (Nail ridging), £Z&It&(0Onychoclasis), =2 &
ZFZ(0Onychomycosis), £=2& F2S(Paronychia), 2 &2 &(Ingrowing nail)
c O3 28 20 S0A 20 AlIE E&sCh A4S TI2(Dry skin), &2 (Eczema), 21X &% (Eczema asteatotic), IIF
L& (Skin fissures), XS (Xerosis), LIE &0H(Skin disorder), =HZE &% (Eczema eyelids)
d 032 28 20 SN 20 AldE Z&sth 220 KXok (Hypoaesthesia), d1ZS(Neuralgia), Zx &1 S (Neuropathy
peripheral), XI2+ 0|&H(Paraesthesia), 2 X2t 0|&f(Paraesthesia oral), 25 X AZ 8S(Peripheral motor neuropathy), 282+

25 Ux AMAH Y5 (Peripheral sensorimotor neuropathy), 2 282t AlA " (Peripheral sensory neuropathy), CHet
A& Z(Polyneuropathy)

e OIS 2& 20 S0A 210 AlME ZEEHCH 72 Y=H(Angular cheilitis), &= (Chellitis), &S (Glossitis), 2= E=(Lip
pain), LIS (Stomatitis), OFZELS 2 (Aphthous ulcer), & M &4 (Mouth ulceration), & H¥ &4&(Tongue ulceration), &9

%"—o‘(l\/lucosal inflammation)

f O3 2& 80 0K B0 AHIE E&6HCH TI2(Fatigue), &S (Asthenia), J1%(Lethargy), 2 EH(Malaise)

g U39 28 80 S0M E10& AldE &St COVID-19, COVID-19 HIZE(COVID-19 pneumonia), COVID-19 2
9| &l(Suspected COVID-19)

h HILEILIE 20A 1219 CTCAE 5S3(XIEA)0| 2DEACH

i 022 28 80 S0M E0E MAE E&SICH D ’S(Cough) &4 J|&(Productive cough)

i OH29 & 20 Z0A 210% AtlZ E&Sth 224 HE (nt rstitial lung disease), H S (Pneumonitis)

k 0] 2Z0IlA 124(2H2 A HE2HO CTCAE 5S2(XIYA)0| BT UACH

| CiS2 28 80 UM B0 AMHIE E&SCh & HAZE(Dry eye), T A%E(Eye pruritus), A 22 (Punctate keratitis), AlOF
S (Vision blurred), Al2F Z0H(Visual impairment)

H 6. YH25448-201AIE0IA 210E oaErsT
71874 tf&5(MedDRA SOC) YHZ(iItl’l788)201
NCI-CTCAE £ BE S3(%) l 35 o]XH(%)
& 80] (MedDRA Preferred Term, PT)
o8 9 15} £A] Aof(Skin and subcutaneous tissue disorders)
9x](Rash) ? 51 1.3
712-&Z(Pruritus) 35 0
2HFE = 4(Nail toxicity) ° 22 1.3
71’ M 2(Dry skin) ° 12 0
2= X7Z3A Zof(Nervous system disorders)
X2} o]A{Paraesthesia) ¢ 50 3.8
=E(Headache) 28 0
0] X]2]-2(Dizziness) 13 0
2=2 Y A3t xA Aofj(Musculoskeletal and connective tissue disorders)
5 AZ=(Muscle spasms) 28 0
455 (Myalgia) 13 0
Zk= o)Zhlt Xlof|(Gastrointestinal disorders)
A AKDiarrhoea) 27 1.3
HH](Constipation) 19 0
2 Al(Nausea) 17 0
T ¥ (Stomatitis) © 15 0
438} S%HDyspepsia) 12 0
ZE(Vomiting) 10 1.3
CJAF 2 J9F Zlofj(Metabolism and nutrition disorders)
A8 7+ 4 (Decreased appetite) 26 0
§_§7], B2 U =7 Zof(Respiratory, thoracic and mediastinal disorders)
71%(Cough) 23 0
] A Z(Pulmonary embolism) 13 6.48
7HA1A H AlsK(Interstitial lung disease) " 1.3 1.3
RAl Aol 9 Eo] Ho] WEl(General disorders and administration site conditions)
1] 2(Fatigue) ' [ 19 0
AA} AAHInvestigations)
gehd ofnie Mol &4 Z7HAlanine 14 0
aminotransferase increased)
ofAm2 EAL ofo] Alo] @4 Z7HAspartate 13
aminotransferase increased)
| s F2jobe]ld Z7}Blood creatinine increased) 12 0
245 = %l(Eye disorders)
+ =4(Ocular toxicity) ’ [ 6.4 [ 0
TEYE XNS2AN 0l &2 Z4 13 0l4 S0 22 &K = A 10% OlAMAN LMGIANLE, dANMOZ Q50 EHHEH AlYE
QOSBRI
2|

1012 28 & H3PA(National Cancer Institute, NCI) Ol&ARM 2 0 J1=(Common Terminology Criteria for Adverse Events,




CTCAE), H& 4.0301 AFSEIRALCH.
a 32 2& 20 oA E0E AHIE E&6HE HEE(Acne), sZ4 0{EZ(Acne pustular), IIE(Dermatitis), EEHErythema),
YA (Folliculitis), & TS (Hand dermatitis), 28 2&(Pustule), £&l(Rash), £8t4 YZXI(Rash erythematous), BHA-FZ
gtXI(Rash maculo—-papular), BtAb 2t&I(Rash macular), & & (Rash papular), 224 2&(Rash pruritic), sZ4 2ZXI(Rash
pustular), &S 2&(Drug eruption), &2 &X(Anal rash), HESEY LIS (Dermatitis acneiform), LIS SA(Skin toxicity), LIS
BHE(SKin reaction), L2 £2H(Skin exfoliation), TIE ZH(Skin lesion), LIS H 2 (Skin ulcer), XIEA LIS (Seborrhoeic
dermatitis), =X 4 IR (Dermatitis bullous), L&A T2 (Solar dermatitis), =& 2 A (Folliculitis barbae), IIF
2 (Dermatitis infected)

b Ct32 =& 80 WA B10E AIE ZE&SH &2  F2/9(Paronychia), 28 £=2&(Ingrowing nail), =& & 0i(Nail
disorder), 228 B (Nail discolouration), £2& 0/H2Z(Nail dystrophy), £=2&2r(Nail infection), 22& s& &4 (Nail
ridging), &2&0l2(0Onychoclasis), £2& & Z#Z(0Onychomycosis)

c U89 =& 80 UM 20& AtdlE Z&EICH A4 TI2(Dry skin), &&(Eczema), AE &&(Eczema asteatotic), IS
= (SKin fissures), 2HZES(Xerosis), LIF &0H(Skin disorder), &HE && (Eczema eyelids)

d 029 28 0 SUA B0 AlE ZEEHCH 228 Mok Hypoaesthesia), A& S(Neuralgia), L= &A1& #E(Neuropathy

peripheral), XI2+ Ol&H(Paraesthesia), & X2t 0|&H(Paraesthesia oral), 5 Lx A& HZS(Peripheral motor neuropathy), 2+2¢
28 Lx AlZ HZ(Peripheral sensorimotor neuropathy), 2 202 &A@ Y (Peripheral sensory neuropathy), CH
AlA Z(Polyneuropathy)
e U229 Z& 20 S0A 20 AME ZE8HH 22 2= (Angular cheilitis), 2= (Cheilitis), & (Glossitis), 22 SZ(Lip
pain), TLLHS (Stomatitis), OFZELA H 2 (Aphthous ulcer), & 2 &4H(Mouth ulceration), & H &4(Tongue ulceration), &
2 =(Mucosal inflammation)
f 032 28 20 SHAM 20 AldE Z&6HCH JI&(Cough), &4 J1&(Productive cough)
g O] %20 1242 CTCAE 5S2(XIYH)0l 20 ACH
h OS2 28 80 S0AM B0E AldE Z&siCh 2H&4 H & 2(Interstitial lung disease), HZZ(Pneumonitis)
i CI32 28 80 S0A B0 AME E&StCh TI2(Fatigue), 2 S(Asthenia), J12 (Lethargy), 2 El(Malaise)
j = 2AX(Dry eye), & AUS(Eye pruritus), A 29t (Punctate keratitis), AlOF S8 (Vision blurred), Al2F Z0H(Visual impairment)
<HgE>
Ol 2D+ OLDIBIEIR SOl QXA HOIEIS MARIPOSA AIBOIAL Of % 12 240mg &
OFDIBHEFH(MI4Z=DEKI = 18] HMIZ 80kg 0/2+ XA 1,050 mg, 80kg OlARl BHXIOIHI 1,400 mg &0 £
H5F2E 2F0ICH 18] E0)2 Y8 S0 22 Uai(4219)22H +&E HI0IEE J|gtez sit) stis2
B0l ABSHL 518 4 o= SHO| LIEHS HIHK XISHCH 0] %I OLDIEIZS HBS0IE 42122)
A Z 84%= 64 014 SE2ERUL, 73%= 18 A ==EIRAUCH

20% Ol&f0ilA 245t Ot BRG] 2
= sl

222 S8, 85, FUY, W g8 MES(VTE), X2 , :

AE Za, JIASE, 28, = SHOIUNL 2% Ol&0A Zder J1& BIBGHH 21e A8ad A 0dLz=
2FE 24, 2t 0l d0IE4e S0 UES H4, o 2228 24, OtALIZEL 00 &0lg4 St
Z0t 2FEZ M0led BIt D2l Otduls S0 JARUCH

X 49%0IA SCHEH O1&BHS0l LIEFGCE 2% OI&0IA et Ji& BIfGH 210e SUst 0l4esS2
M M MAES(VTE)(11%), HE(4%), L& L 2HEA HESH(ILD)/HES(2 2.9%), COVID-19(2.4%), 8%
AE Y = 2 vS(0t0IBFEMRN)(2 2.1%)0IACEH O 21t HIOIMEIE S HEFH &2 SNSHAM M
XEHOI OIMBIE2 T%0IA LUHCH, el BAIZX L2 MY (1.2%), HES L SSRH(Z2 1%), HE,
AZZM L FA(A2 0.7%), DB, H MMS L D2LHI(22 0.5%) el HES HES/HES, 24
SE 2t 32 L HH FR(A2 0.2%)= QloH LAHSMCE

Ol4BSe2 0 &2 G+ SHE Shts 21%ACH 2X2 1% 0l&0IA 0 &2 &+ SHS =t
olgetsozE 2t2d HES/HSS, HE, 8% g8 MAE, 23, SEFH & sADE AU

OlaBtsoz Qo 0 &S F0 SHet thts 72%%ULCH SXt2| 5% Ol&0lA 0 &2 £ SHE =cfst
olgetsezs 2, 288 54, 22LH9, % g8 MES, i 0l H0l&4 St & OtALIZEL
Ol0l= &O0lsA SIHF UAUCH

OlMBIEo2 0] 242 E2ES LA &lts 42%ALt &A1 5% OIAUA O 22 2& Z&HS =l
oldttsezs 2 & &8s S401 AU

J
n
=)
>.

r

92 S MedDRA J|&H 25 (System Organ Class, SOC)Ol
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CiS E 70 MARIPOSA AIE0IA
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=
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H 7. MARIPOSA Algi0IA 21




71387 t2-F(MedDRA SOC) o] ofu} ofulytelRt B89 QAHE]d
(N=421) (N=428)
8E 59 3453 RE 59 3453
(%) (%) (% (%)
oY o9l m]3} XA Aofj(Skin and subcutaneous tissue disorders)
9rXl(Rash) ? 86 26 48 1.2
29E =M(Nail toxicity) ° 71 11 34 0.7
7144 &(Dry skin) © 25 1 18 0.2
7}+2]-2-%(Pruritus) 24 0.5 17 0.2
&4 == dl A% 3 Z(Injury, poisoning and procedural complications)
729l =i YkS(Infusion-related
=5 63 6 0 0
reaction)
222 9 Adt 1A Aof(Musculoskeletal and connective tissue disorders)
274 E=(Musculoskeletal pain) ¢ | 47 \ 2.1 39 1.9
Z¥=. O)ZRt Aofl(Gastrointestinal disorders)
FUY(Stomatitis) © 43 2.4 27 0.5
A xHDiarrhoea) ' 31 2.6 45 0.9
Hu](Constipation) 29 0 13 0
2 1(Nausea) 21 1.2 14 0.2
T-E(Vomiting) 12 0.5 5 0
=5 (Abdominal pain) & 11 0 10 0
X3 (Hemorrhoids) 10 0.2 2.1 0.2
HAl Aol A Eo] B9 HE(General disorders and administration site conditions)
HZ(Oedema) " 43 2.6 8 0
1] 2 (Fatigue) ! 32 3.8 20 1.9
9+ (Pyrexia) 12 0 9 0
Z}% A3t Aof|(Vascular disorders)
qu FA A75(Venous
thromboembolism) ’ 36 11 8 2.8
%38(Hemorrhage) * 25 1 13 1.2
2= Al73A Aof(Nervous system disorders)
A|Z+ o]*HParesthesia) ! 35 1.7 10 0.2
0X|2{2{(Dizziness) ™ 14 0 10 0
=% (Headache) " 13 0.2 13 0
7t 91 7]A% 73(Infections and infestations)
COVID-19 26 1.7 24 1.4
ZAurd(Conjunctivitis) 11 0.2 1.6 0
CjALE 2 99F Zlof(Metabolism and nutrition disorders)
Al8 ZFA(Decreased appetite) \ 24 \ 1 18 1.4
3357], % 4 =A Aof(Respiratory, thoracic and mediastinal disorders)
71%(Cough) °© 19 0 23 0
5= 22Dyspnea) P 14 1.7 17 35
7&@'@ oA sHKInterstitial lung 31 L4 30 14
disease) ¢
2% = Aojj(Eye disorders)
= =24(Ocular toxicity) © \ 16 \ 0.7 \ 7 \ 0
Zt= A Al Alofi(Psychiatric disorders)
25(Insomnia) \ 10 \ 0 \ 11 \ 0

rotu]gletglolet i

9X](Rash maculo-papular),

fissure)

7A%&(Xeroderma), 71xZ(Xerosis)

FEsoldel xleeA o of o ofujlErte A4 18] o[ =of We At 5 A& 10% ololq TAALL,
QHo® Festrha WHE ARI2 aosler

a 039 4 &0 SolM B ARE 2t B7l(Rash), AEFY TP H(Dermatitis acneiform), BH-741

T 32 H(Dermatitis), 2%/ WX(Rash pruritic), 2894 ¥XI(Rash erythematous), g}
9X)(Rash macular), =34 2HXl(Rash pustular), 7+A1 ¥&](Rash papular), ©FgA S8HErythema multiforme), o5
e2h(Skin exfoliation), 2F= ¥X1(Drug eruption), &u-didh S9bg 7H7F o|Al 25 4Palmar-plantar
erythrodysaesthesia syndrome), &=|27]4 n]¥A(Dermatitis allergic), I
A 27} (Pemphigoid), &gt oli} 541

2 ZFA(Dermatitis infected), -SA}
(Dyshidrotic eczema), 93 $AI(Eczema nummular), /42 92X (Eyelid rash),
MA17] BFX](Genital rash), ofE1n] m]Ed(Dermatitis atopic), B3 ©Xl(Rash follicular), 2424 ¥FXl(Rash
vesicular), 273 2Hx(Penile rash), $X1(Eczema), 7% &XI(Eczema asteatotic)
b thZ9] 4 8ol FollA BuH ARE xSy &8F £9¥ (Paronychia), &

HrE Z}of|(Nail disorder), 29ME

9l2]=(Onycholysis), 249 £8-E(Ingrowing nail), £8H% 1:YOnychoclasis), €85 =4J(Nail toxicity), &9&
gzl Onychomadesis), £9HE 74 &

(Nail infection), £9& XI#Z{Onychomycosis), £8HE 0]9UZ(Nail dystrophy),
A

d &= ¢4 8of Fod Eud AElE

Zakslck

=
£8LE Hid J%5(Nail bed inflammation), £8H% 8he 7H(Nail bed infection), £-&

1] #<F(Nail cuticle

c O39 4 8o] FoA BuE ARE 2&sE 4] ¥(Dry skin), m% &7H(Skin fissures), |5

W& (Arthralgia), £35]2] £%(Back pain), & £Z{(Bone pain),




—

=5 A&(Muscle spasms), H]-AX SE(Non-cardiac chest pain), AFX] £Z{(Pain in extremity), &S-%(Myalgia),
A EZ(Neck pain), =224 &% £Z(Musculoskeletal chest pain), A3 £Z(Spinal pain, Arthritis), <=2
73R (Musculoskeletal stiffness), &=2 EZ(Musculoskeletal pain), &2 E57H{Musculoskeletal discomfort),
25 F(Myositis), 2 £ =5 Myofascial pain syndrome), &< Z1ZH{Muscle tightness)

e T3¢ A 8o FojA Bud AR|E 2ESR U H(Stomatitis), A HY P/d(Mouth ulceration), OFZEF
H 9 Aphthous ulcer), 7+2F U<=A(Angular cheilitis), A2 HZ(Mucosal inflammation), U&H(Cheilitis), U= HY
A (Lip ulceration), ¥ (Glossitis), & HY F/d(Tongue ulceration)

f 09 24 80o] FollA B AlE 2335tk AAKDiarrhoea), $7%d%(Gastroenteritis), Z74A(Colitis), viol2{A
O1X}(Gastroenteritis viral), B8 ZF2(Frequent bowel movements), A%} ZAXMA(Enterocolitis), $& vlo]3]A
7¥9A(Gastrointestinal viral infection)

g tha2] A 8ol FolA Baue ARE 2t} E-5(Abdominal pain), 455 55(Abdominal pain upper), &%
S M7 Abdominal discomfort), 5H22 £Z(Abdominal pain lower), A239] SH7HEpigastric discomfort), $J&
£ Z(Gastrointestinal pain)

h 039 74 80 ZoflA Baud AlE otk Ux £3(Oedema peripheral), £&{Oedema), QFH H5(Face

oedema), =4 HZ(Localised oedema), HAl ¥-Z(Generalised oedema), ¥= £X}H(Swelling face), =HE

HZ(Eyelid oedema), 2t £9] & (Periorbital oedema), ¥ Y%&(Eye oedema), ¥/H=2] £XHSwelling of eyelid)

o9 T4 &of FollA B ARE meddtth: §2Z(Asthenia), 1] Z(Fatigue)

029 A 8of FolA Bud ARIE meletth: m AR5 (Pulmonary embolism), 2% g™ d7515(Deep vein

thrombosis), AFX] T &XZ(Venous thrombosis limb), @XZ{(Thrombosis), AWM EXZ(Venous thrombosis),

A Z(Embolism), AW MAZ(Embolism venous), 738" &XZ(Jugular vein thrombosis), ofAAF Aoz

HAXMZ(Sigmoid sinus thrombosis), AJAF A= X (Superior sagittal sinus thrombosis), et AU &XZ(Axillary

vein thrombosis), IR &XZ(Vena cava thrombosis), 7FH EXZ(Portal vein thrombosis), =4I %JoH

AR Z(Pelvic venous thrombosis), I X Z(Pulmonary thrombosis), A& W X (Intracardiac thrombus)

k 029 24 8o oA BEud ARE xsith: 5 £ (Tumour haemorrhage), @k(Haematuria), 2%
Z3d(Conjunctival haemorrhage), @9 HjAd(Haematochezia), Z2&(Haemoptysis), H&&(Pulmonary haemorrhage),
X2 &Y(Gingival bleeding), &% (Cerebral haemorrhage), H|&3(Epistaxis), 84 k£%(Haemorrhagic
stroke), 7325} £&(Subdural haemorrhage), 37 £3(Anal haemorrhage), X|384 &% (Haemorrhoidal
haemorrhage), £&8(Haemorrhage), & £3(Vaginal haemorrhage), $1AR £&(Gastrointestinal haemorrhage),
E7F-4] £38(Intra-abdominal haemorrhage), Tj% £3(Skin haemorrhage), + £3(Eye haemorrhage), %
Z3Y(Pulmonary alveolar haemorrhage), H £ (Ear haemorrhage), 8 £%&(Tongue haemorrhage),
&-§(Haemothorax), A% AR} £ (Upper gastrointestinal haemorrhage), A%} &3 (Rectal haemorrhage), ]S
Z3Y(Vulval haemorrhage), T35t £&(Haemorrhage subcutaneous), ¥ £3(Mouth haemorrhage), A &xIris
haemorrhage), 5% &3(Laryngeal haemorrhage)

1 ©59] 4 8o] FoA BuE AE 2&sITh: X2t o]4H(Paraesthesia), Y& 417 ®Z{Neuropathy peripheral),
737} AsHHypoaesthesia), @& 73ZF X173 ¥ Z(Peripheral sensory neuropathy), ©]AF 7¥ZKDysaesthesia), THf
Al74Z{(Polyneuropathy), 2% @& A7 ®Z(Peripheral motor neuropathy), Zt2t 2% 2% A7 ¥ Z(Peripheral
sensorimotor neuropathy), A173%(Neuralgia)

m 039 v 8o FolA BuE ARE 23T ofX|2{3(Dizziness), d-& (Vertigo), A/ o1X|2|-&{(Dizziness
postural), YA d-E(Vertigo positional)

n o3 74 80 FolA BuE ARIE 2&S Fg(Headache), &% 417-8{Occipital neuralgia), H-5&(Migraine),
HH]%= &=%(Sinus headache), 717 +%(Tension headache)

o U39 #A 8o FoA Eud ARfE =¥ 713(Cough). 57 71R(Productive cough), -71= 713
S5 HUpper-airway cough syndrome), ¥2|27]4 713l(Allergic cough)

p 0= 7A 80 FolA EuE ARE LT

q 0h29] &4 o] ZofA HuE ARYE mshsith 74 mAEKInterstitial lung disease), ¥ Z(Pneumonitis)

r o9 T4 &of FolA BuH ARE meldhh: &

S3(Vision blurred), A]Zt &ofj(Visual impairment), A|2 A&HVisual acuity reduced), 8]Z4&/d
ZAutA(Noninfective conjunctivitis), 2% Z3(Conjunctival hyperaemia)

=

U

H 80l MARIPOSA 20l Al LIEHE AEA AL Ol&S R96HRALCH

I 8. MARIPOSA S120iIA OIF0 XISEHX| &2 EGFR 2 19 Z& = ol 21 (L858R) X8 #10|=
HIAMIZEHS SXHIA HIOIACIOISECH A3tE AIBAL HAF Ol4& (> 20%)+
NFA AN} o+ o] okt ofulviElY HE QW QAIHEN
(N=421 (N=428)
BEEZ (%) | 3453 (%) BEEF % | 3453 %
sjst AN
ofdol 7hA 89 | 8 | 22 | 0.2




Uehd ofj Fojga £Vt 65 7 29 2.6
OfAmF2 EAF ojo]le Holah 57t 52 3.8 36 1.9
A7tE] QAR Bl G4 57t 45 0.5 15 0.5
8 4AEA) 41 1.4 27 0.7
2o-2 26 Mojga 37t 39 2.6 24 1.9
UEF 24 38 7 35 5
8 dAh 30 5 15 1.2
FfotEld 57t 26 0.7 35 0.7
0poys e 25 0.7 10 0.2
0RadE 571 12 2.6 20 4.8
goust AAt
dam s 52 0.7 57 1.4
FuZzel i 47 3.8 56 1.9
e A 38 1.0 66 0.7
597 44 15 1.4 33 1.4

+ = A Aol et Wlol22el g A% o] A2 5 glol 9t WA A2 B2 ANIE o] BRe A8l

5. ABHX Fof
1) EGFR B0l AEH HAt
24 Y T= MY HIANEHYS NZHRA 0 %0 ABS DT M, 01248 )I&9 MEO0l S=8
UMM EGFR HOl 24 AEH(1X XIZ: A& 19 & L= A& 21(L858R) X B0l 0IX0
Xt T790M B0 E &© 3 0

EGFR-TKIZ XI& &2 &0| /U= & 2015}
YH25448-301(H=Q2Y 1X X18) SAMAMENAME EGFR #HOl &4
SI22AXCHEO| Cobas® EGFR Mutation Test V2E AF25IS D, Q1ZEr2 XS ASHAl AAST AFREIQUCH
0] 2o 1Xt XI2 AF20 HESIH 50t SEHRC 9Z2)|J|2= @RS ‘PANAMutyper” R EGFR' 0l
QUCH.

YH25448-201 (S 2X XIE) LAAIENAM=E EGFR T790M H0| &AM HIAMIEH LS &ESotD| o,
S22 AFICHZ)9 Cobas® EGFR Mutation TestE AHZSHRALH.

MARIPOSA(HERY 11X XIE) AMAMENAME EGFR H0l &4 HIAMEZH
S22 AXICHEO| Cobas® EGFR Mutation Test V2E AFRSIY D, 015 &2 XN ASHAl HAIE AF2EQUCH
Ol 21} OFDIBIEIRIS] 1Rt X122 HERYN HEGHH 3IIE SRR I|IRs 224X EHN ‘Cobas®
EGFR Mutation Test v2’'Jb QUCH

J

2) QTc 22 9%

0l O 240mgS TISRUOZ S0f 22 274% X 5 4.4% HRUAN AFE QT A0l LEHLSN 0l 5
ESC0} 3529 FRE 0.7%01CH MR 01401 Y= BX E= QTc 4240/ HFE= 20T LT
2SS0 FO BTN O FS SOE Hols AHT(ECG) L MHBOl FIIHQ SLIHAS DaiaHo:
BCL

3) A EE Hat

0l o 240mgS HISRYOZ S0f 22 274% B B AUEE LA(1.5%)It EotX &H LIERL20 0 5
ST 3520 Y= 0.4%01ACH AT BN UL Dala HESB0 FBES 0IF 4 U= JEO
ST 0l &S SO HHs X2 M L XS 5 HYAUSE BIIE Taots MY SUHYS D60
BHCL

4) = =4

0l O 240mgS TISRHOZ S0f 22 274% B E = SH0| 55%0A LMGHAON, 5T
PS20IAUE 1 QU 2% 1SS0IUCL = S8 P S0 5 1Y USI 5UH Ol4ARIE = AXE
4.4%01K LHSIHO0], LTIX OIAAIRIE 25 1% OIBHIA 2A5IACH

MARIPOSA AIBIOIA Of 24Tt OIDIPIEIY HEQHS 22 &N 5 16%HA = SH0| LA, 0 5
STt 352 £ 4520 A= 0.7%0IUCH

S AXZA, =2 U B0h, Lol ULE =, AOF B, =9 £5 Y/TE =9 FHL 22 Aol IS
U SAS P0ls BUSS SA 01 MK ASS 200} BITH B8 28 Al = S8 FST0| Tt
OIDIBIEIY S0IZ YAl BN, 8 2Y E= ¥7 S0t 0 o S0HE NLAHSLEY &)

5) 20l 014

0l o 240mgS HSRWOZ S0f B2 B 2749 = 2ot Of0|: MOISA(ALT), OFATIZEA 0|k




r
S
I ol
L
>
(@]
2
OIH
Q
JE

6% 13% LIEtRCH 0 & S8t 358 ER= 22 1.1%, 0.4% 0l
= '504 SO0l AST ALT S, 2t==XI St 80 2DIs 010l E0e =
stlt. 2Hls At 208 SST0l Wet

O| ot & 2 ol

6) X2t 04
0] o 240mgS H=QECZ F0 22 2748 &X S X2 014(52%)01 0 S3tH UEH20 0 =
ST 35202 2= 3.3%0IULL HEE XS 42 A= S S&0| LIEtHLH, 8 =& Al
SHEEUCE X2 0l SSZ0 et 0l & FHE LAl SKiotd == Kot HLE S¢S 2Bt
7) g
0] o 240mgS H=QYCZ S0 22 2748 &1 S BIE(16%)01 1 S5t LIEtE 2N 0l & S50t
35202 FRE 2.9%0I%UCE 0 &2l F0 S QIS Aot = ¥ S40| LYot SHE HLOI
L2LIEE0, B SSZ0l Wet 0l &F F0E LAl Stotd == MotAHL EES ZEett

I 0lAtErS

_9_9

Ol <fuf OIOIStEIY BEQY Al GESE LG, JIHEE & 48 LIFE Zget 829 20| 2dg =
UCH MARIPOSA AIE0IA O 21t OLDIBHEIY HEQYS & X9l 86%0AM L& LMH2H, 0l =
26%= 3SZ0IACHL LA LHAFY S22 1420IAD(HRI: 1~5562), 19%2 SXUIM 0] & S
ZEGIRALD, 30%2 Bkt= 0l & SOHE LAl SXMM, S5 SCHE Sht= 1.7%AUCH

Ol <fut OIOIEtEIY EEQYES AIME M, LIF 0ldetsS AgS 01| ?lofl R&= LIFHsI8= HIEL
SO O <fuk OFDIEHEHE X =5 & 0= 2HE 22 MAZE == Uot=S et 255 & 287

UVA/UVB RtISXIEHH AFES 108

I8 2282 £0/7] st ol QE(F@F? &MH &0 S)2 D28 I8 BS0| 2MotH 24

DEEIDAHZOIEY 24 L/F= B SMHE S0EHC) 353 ¢S0le 27 AHZOIEE S0{6t1

IR0 AYES sttt 8t 829 L8, HIEE 2A0ILF 2EE 20/HLE 23U HEZX L2H SAl

IR MSE Q2stCt SST0l et 0 20t OI0IBHEIR EHE LAl S, 2 28 = 937 S

nEtHEYEsy &)

9) HHOH-EHOI S4

S= A8 Z202% &2 J|H0M 2HE O, 0] <=2 Lalst HAEUH S0 Al HIOF =42 RLE + UL =2

AL AEUIA :!/.\_@ s=0H o1& g§40 I SOt YIOINEIEE 8+ S0st 21, HEA BHA-ENRE ME

2= L R B 249 EN0A JIE0] 22 Al =S (A 28 1Y 240mg AUC JIEhH ol of 4uf &

0.584 #—%NIH ZHECALCH

22 L AN Jts HA0AH EHOLO CHst BEME |82 40k ettt Hal Jts HAuH= 0 & &0 &=

2 OIXI2 &0 & 33 SO A0l IUHE AMEolEE AXSHC 4 SX0HE 0l & &0 &8 ¢

OISt E0 = 33 SoF &0l OIS AIE2E WS &S

6. ASEHE

1) 0] &2 =2 2REIEI2 S-H0l&4A Mu 1(glutathione S-transferase Mu 1, GST M1) & cytochrome
P450 3A4(CYP3A4)0l 2l CHAIEICEH [M2tA O] 22 GST M1 & CYP3A49 &40 S&2 0IXl=
GRS HEENW Al FAE QST

2) CYP3A4 MollHletel HEEW 2ol dIOIMEIRES EF —‘5 b B 4= QULH A0S oz &
azstA AAMAIFEUHAM O 2 12 160mgut 28t CYP3A4 Mol Ml OIEct2UE 12 200mg 225N
Al HIOIHEIE 2l Cmax 1.28H, AUC 1.58H % totRUCH 2 é CYP3A4 MolMet HE2ENH A=,
dIOIMEI"S s Hatel A= CHoll HZol 2LIHE ott0F Lk,

3) 0] &= CYP3A4 STH HEE0 Al AIOIMEIES EF It 24N 0 &0 S 2AE £
QULH HAQIES UAMCE o AU=sHA UAMAIEHNA 0 & 12 240mgt 2 st CYP3A4
El‘_\é.*l_ll/gI 12 600mg HEE0W Al dIOIMEIES Chax 72%, AUC 83% .:,_).\_a‘iiﬂ. LSt /\l':'EﬂOI*a 21

ST CYP3A4 SZHQ HIHal=2F 0] 22 HE E0f Al dIOIMEIE S &

AUC ElA 44% 2201 QISEIAUCEH O 20l Cist 2Fst CYP3A4 S EHIQl ZEt
0] &2 Zdget = =& CYP3A4 R HI% Jtsst

4) MY 2 Alg AN 0] 22 P-YEoH(P-glycoprotein,

Ay 200 QNN 2O|42 QICt

—/

&b AEH Crax ElA 32%,
2 2 dt 8t WMetA

© fon

y
=
=
c
£
o

—

EEotA = sl
P-gp)2l JIZ0ICH & Xt

a
I'II'
A=)
o
o
0z
to




&t X (breast cancer resistance protein, BCRP) MaollMO0I22, BCRP

B RP JI&Q 85 =TIt It = QUL HA0Z HALZ & ASEHH
ok 12 160mg2t BCRP JI’—é!&' SHIAEE 12 10mg 28 §0 Al 2HIAEE 2

Crax 2.28H, AUC 281 ZOIotICH BCRP JI1E 2 il 2210 8HE S0 Al, &2 s5 X012 2/

SUE 0|AEIS0] ZHE # Us A=22 Y SIIAMEN AEEUE HUS DLIHES 6H00F ST

6) 0 &= o8 CYP3A4 MTHMOISZ CYP3A4Sl JIE el HEEW 2Idh CYP3A4 DI1EQ EF =50t
Sote = ULH HHS HEZ & oASsHA SAS0A 0 &F 12 160mgt CYP3A4 JIE Q!
DICHEE 1€ 2mg B8 S0 Al OIGHEE2 Crax 1.481, AUC 1.581 SOtotALCH Metd HEXQI CYP3A4
JIELS] S50 Al JIES UWSrd Bstel =0 ol HEal 2LIEE ote{0F Lt

7) O 22 PIMZHIATML E& S0 Al 2lOIMEIES Cmax & AUC Ol 24RC=2 20| U= X0l=
SHECX EpATH

8) ALLS AR & ASsHA YAAIZNA 0 2F 12 160mgdt OCT1 JI&Q!l HEZEZE 12 500mg
g8 S0 Al 24HCZ 90| Uz A=A X0l 2EHX FUACH E8H AISd0lE Z0 UGT1AT
J12el ZHITCHHIZW 0] &2 HE F0 Al S4H2=2 20| e dssA M0le WSEHA ZUACH

7. 42 2 K20 g FA

1) g%

0l efE R0 F0oe A== gt S2 /\Ié4 202 HE I 2AHE [, 0 22 LAIs AN

S0 Al B0t Sd= RE2E = UL = 44 ANEUA %/.\_é* S0 J12 401 e clOIMEIES

a7 FO0s 20, HE0A HHA-ER A & —1‘— 2 ER S ZA% ENA JIF0l 22 At =EE(HE

& 12 240mg AUC J18hH2l oF 4l & 0.581 =F0IA 2EIACH 0 =42 LRUAH SO0t &=L

2) =/%

A= 2l AKX @0 2RE S8 doIMEl"Y £= 1
4o AR ERACHL R0l OtolNIAHS = BHME &= 8L +==F0H 0l <

8. &0L0Il CHEH S04

20t BHAH0IA O &2 Ot e & Red0l EHX &gACTH

9. 1FX0il CHet FO

Ol f 240mgS H=RELE F0 22 &kt 2748 = 654l 0142 &Xt= 52.6%01% 11, MARIPOSA
NBUAN HERE2Z S B2 &Nt 4218 = 66AMl 01&2 &A= 45%0IACH 20E 0[&etsSe SR/e
A 2H G0l SALGHACEH 65A1 04 tAtet 65A1 018 X2t Ot E0ILE REd0lA SEHEC XH0l=
SHECX EpACH

10. 2HZO0H 2tXH0Il CHEt S04

ZE(ELelRE0] ZarasXl(upper limit normal, ULN) 013+0110 Ot0l= &0l S4(AST)0l ULN =1+ £=
FY2I=80l 1.5 x UN & 2= #=XI° AST OIoP) = SSS(ELRE0 I 1.5 x ULNOHA-I 3 x ULN AfO
2 2E #XI2 AST 0lghH2 jd’é* H S0 =8 &80 2L20kA L %(Z‘% 810l 3 x UIN &
BE X9 AST Z=1H2 2HZ0H SXt0ll CHEH O] 22l AN K4 SHE DX & O*I]

11, MZOH 2Xtoll CHet S0

dE L= ST AWM SXHAMRH 62t2(eGFR) 30 — 89 mL/min)MiIAl 88 ZEO0| ZR4HXl %Lt 55
2 2] AIHOR ZX0l CHEF O &2l &N E ¥ fRedeS YK EUACHeGFR 30 mL/min 0I8).

12. SAHAXI0NS Se
SHZALXI0 OIX= dOIMEIES| Here =E TlofRAX ERUAC




13. WEEHAIS XX

QAL 1/24F AIEO SEHStSH MIEWAM AOIMEIY 20mgUlA 320mgltkl 28 S&F S S0 2SS
A(dose limiting toxicities, DLT)0| Zt& Xl LQUACH 0] 29 W= Uist SO0IE XS= oM, WHE
o0l st SA2 S TAl LUCH HSHEN 2EHE O|ABIES2 UBIAO BX XXE AAGH] HHEEC=2
XIZoH0F StCH.

14, 22 L FHFAO FAAE

1) O{2l012l £0] &Xl €= 0l E2olES F=2|StC

2) T2 SJI0 IR Y= 242 At 2010] DL B2 X HUlA HI226HK 2282 0|8 FoI&H
15. 8 2JIE <&t 32

1) 2e|&=2

0] &2 EIZA LA 2HAI(Tyrosine Kinase Inhibitor, TKI)OICH 0l 22 EGFR S¢H0| AEHH0| =2 H|
ot

AN EGFR-TKIZ OtME EGFR2 B Z0HHA &4 EGFR =9%B0| Ex19del, L858R ¥ T790M =402
MOZ 5t LIE2EE (blood brain barrier, BBB)S S1&tCH.

-

FEl

In vito AWM dOINMEIEE2 S SAHPHO0I(Del19, L858R, T790M)2t 0I5 SHPHO0I(Del19/T790M &
L858R/T790M)E =H&icts SHHO0l EGFR JILIOLMIOIA 228 Mo SHE 2JACHICS0 2k 1.7-20.6 nM).
2HH 0IMEIE2 Her2, Her4d == EGFR OrdE0| Uot 2=+ct d8dS 2RALL EGFR =AH0| HlAA|
ZHY NEFE 0lse JIEAT0NAN cOIMEIE2 EGFR, AKT & ERKS Ql4tst 4= SXotH ZAARA
1, MZEAME d2H SHEQl BimEL ¥ caspase-3/72 {& 42 2Lt ZEXH2Z dI0IMEIEEZ OFY
& EGFR HIAANIZHE A2 SAM ZA8to Hets =N EGFR SSHHO0 2 AXE SA0 2=st Mok

S2IE UL

In vivo &&WM dIOINMEIES E7 &

2 =1e}
HIANZEHES 01F0/4! OIRA DA L5 SEY SHE BAUL

= 25448-201 & YH25448-301 LAAIENAMN 0 &2 EHES 4402

SN 2EE HOINHEIES ST QTcF Halaol AAAHE NMEHIAHZEE BIEHCH dI0IMEIE
= = S(EHYAEIOIM Sl E2 Cmax, 517.15 ng/mL)0IA QTcF B2 7.3 msecE
HESZALD, 00 CHet 90% L= AI2R2HCI) A2 7.8 msecZ HSTIRULCH

clOIMEIE Sl efss! ItetliE= A4t AlE ANMEZEHE BAS0HA OIERALD, 240mg ©H3l
al

CH £
O Al & &% 2t dOIMEIES HAl =52 RAtGH ._E*EIO*I] clOIMEIES 210 E& %E(Cmax) s
T-AlZE 26 HE(AUC)2 20-320mg S HRIMM S dlalol JrZH SIt6kIch 01 22 12 13 gt
S F0E Z1, STMH= FO 15ZM0l S0t ©al S0 Al2F HIwWGHH 2-3812) =X 0| LIEHRCH
(1) &=
0l A2 27 F0E =, 2OIMEIES 2D € & T ARHTmax)2 SLat2 2-4AI2H0IACE 240mg
0 Al SA20I | | MEIE 2 7&&' ‘—"Oﬂ OIXl= gg= gotet ’éﬂh Cmax 2 AUCOI Chet el == 4l
(A=/38)2 90% 4Z72HCl)2 80-125% &= W0l EZEEH, SAS2 e0IMEIES 4 01880 24
Moz o0 U= %é% =X & M*E} HIAMZEHE SXHA fIH=EH IO*HIHIJP clOIMEIE Sl &&l ==0 0l
e das gMmoz EItsh 21 Cmax & AUCOHI CHeH M4l == HI(RIAHZHISTN a8 /EE6HK &
)= 22 85.55%(90% Cl, 67.28-108.77%) % 79.91%(90% Cl, 64.12-99.59%)2 2tE I, FAAZHILH

2
S
&
=}
>
m
o .
l_

of &Xl OIEE0 DIXle &= UL




A4S HIAMEHE SXH0IA 240mg ] F01 Al lOIMEIES B2 2EEHE2 4263.97L2 &M W 2E
Flet SEIF HIASRALE In vitro AIE0IA cIOIMEIES 28 HHE Z2SES 99.1-99.7%0[ACH

(3) CHAE

In vitro AIZ0IIA cllOIMEIES =2 UAH 22= GST M10Il 218t S FEEl2 Z0I%A1, é!EH’“OE o &2
&t tHAbS =2 CYP3A40 28 Z10IACH BIANIZEH S A0 O &S F0st =,

ElE ==0I tiHl 10% 0142 ==0| 2F&= WA= AULH

(4) HH&

0l %42 HIAMZHE X0 S0 Al dIOINEIES 88 s5& 015 XIx=ZH(bi-exponentially) 22 2726}
R, 240mg &3l £ = HIOIMEIES 7 ZE A4 BH2DI= 64.72A12H01%CH FI0AH 14C-2ll0IMEIE
= F0ot0] iEE= PAMNdssS e 21, B8, 28, AH2Z 212 60%, 24%, 4.4%It BHEZIACH

3) YMAIE HE
(1) 010l X2 22 & = EGFR B0 &4 =

~YH25448-301
Rigs REO| HGH0] OIFY M4l XI2E 2R L2 EGFR B0l U4 24 MY T= HOIY HIAMZH
THZE AIE(LASER30T)0IA

pS| [=
— — £
2X A= Al 0 &2 Rad & HMH0l SARME, 018 =ote, 4

s
>

M = M0I4 HIAMEHS 2Rl et SH=2d

o

AUS QAL LASER301 Aol te S EHUX= 2022E 78 2920|CH

=2 Xz SWHA0l M2 MK = AR THESH0 80 O 0l AN RAN8E HEGH
%S MIX AIE XIESE S0 LUCH UEKHATLIEILIE)S S0 &2 3o JR, &Y X (progressive
disease, PD)0| 2Aist & & L= I 2H A Al T790M HOI0 M0l HL 0] & 2oeteez
WADE GIEEACH 0] &2 UIZA(AITIEILIZE) 0 Hlwsl YaMe2 o0 D SHEZ AN Rolst

S MZE J|2H(progression—free survival, PFS) A2 LSolACHE L3 22 20 63Hé 2 9.7)HE,
9

HR=0.45, 95% ClI: 0.34, 0.58; P<0.001). AI&XI ZIt0l 28t LASER301MIAS |&4 ZuIF & 90
QUL JA2O, PFSHl TSt Kaplan-Meier =42 12 10l LIEFLHACEH

9. AEX Ol 2 LASER3010IMS &4 2

o= T o <+ HLEILIE
Rad NE (N=196) (N=197)
XS M= ]2t (Progression—free survival)t

A 2= (%maturity) 92 (46.9) 147 (74.6)
S2at Oig) (95% Cl) 20.6 (17.8, 26.1) 9.7 (9.2, 11.3)
HR (95% Cl); P2t 0.45 (0.34, 0.58); <0.001

WA U2 E (Objective Response Rate)

BISE (95% CI) 76.0% (69.4, 81.8) \ 76.1% (69.6, 81.9)
Q@ XH| (95% Cl); P-gt 0.99 (0.62, 1.59); P=0.973

8t= J|2t (Duration of Response, DoR)

=2 OHY) (95% Cl) | 19.4 (16.6, 24.9) | 8.3 (6.9, 10.9)
HR (Hazard Ratio)=2I&Htl; Cl (Confidence Interval)=412|72};

RECIST v1.10{l (2 AIFXH ZEIHol 2048t 2 %Eé\; Z 1

HR< 1 & @XH| >12 0 &0l S2I6ICH

T =0i2lE S8& 52 2&(Blinded Independent Central Review, BICR)HIA ZOIst PFS Zts AR
HIIWAM 20 2310 SAGHICH BICR ZIH0 [[}E PFS ZAU2 0] 20IA 18.0012(95% CI; 15.1,
23.3)0| 2 AHITIEILIZAA 9.5 (95% Cl; 8.1, 11.3)0I%CH.

18 1. LASER301UHIA Al XU 2o EIHE PFSO EHOF Kaplan—Meier =&




+ Cansodad

_ T
= ".I“'H i
S o8 e i :
£ i
é 2 k "
506 1 H'-.....k
L 4 s
5 0.4 31 \ 2
B -
g 1
8 o
g X
+ 13
i 3 [ g 12 i5 18 21 24 27 a0
Time fram randomization (months)
AR azartinib - Gattinb
PFSOI U0 CHESKAITIEILIE)D HImEHo 0 &9l RAM2 21F, LI0|, 4, A 282, AIE A& Al CNS
&0l AEH, 2 EGFR B0l S8 (A 19 2 T oA 21(L858R) xlghs EE6H0 AN HoE 2E
=& SIRIZ0 2N LA UA 2EEAUCH
SAQ| 1 AHSNHOZ OHEEH H|-JM0| HAIRH= LASER301 AIE0 EOHE 2= QUJLCH =IIEE SSH
F2 2 E(Blinded Independent Central Review, BICR)O 12 S W LTS M= J|2HiPFS)2 0 &2
S0 &2 EX0AM 28.2IHE (95% Cl; 14.8, 28.2), IZA(AHTIEIEIE)S £0 &2 SXI0IA 8.4 (95%
Cl; 6.7, SE5tX 2=2(not reached))0ICHE 10, O 2).
H 10. BICREDIH [IF2 LASER301 S U |84 21
S&4 NE 1 0| o HIIEILIE
S W 288 MZE J[2F (Intracranial Progression—free survival
O} Jisst SEE0l Jqe UIaA &(H) 45 41
At # (%maturity) 14 (31.1) 21 (51.2)
a3t OIg) (95% Cl) 28.2 (14.8, 28.2) 8.4 (6.7, NR)
S W AN BIESE (Intracranial Objective Response Rate)
=M JIsst Y0l A= UaX &(H) 18 15
BISE (95% Cl) 94.4% (72.7, 99.9) 73.3% (44.9, 92.2)

SO W B2 X% D12 (Intracranial Duration of Response)t

=22 OHY) (95% Cl) NR (8.3, NR) \ 6.3 (2.8, NR)
Cl (Confidence Interval)= QEIFDF NR(Not Reached)==&5tXl £S

RECIST v1.10ll & =& =8& =2 ZEN 2Hst 22 |RES 2

T BS X D120 S22 2H MEGIHU, SCECE JR S FUUTIE MEGIALCH

&l 2. LASER301UIA BICROI 2o HOH=l iPFSOI CH8t Kaplan—-Meier =&




Ry gy = Censched

08 A

08
0.4 [A ' '

0z

ki Prababaity of intracranial progression—Tiea survival

p
&
T

0 3 ] 9 12 15 18 21 24 27 30
Timea from randomization (months)

ARLY Lazemtinit - Gafitink

A AMZ=(Overall Survival, OS)Hl Chet =

o8t 0l 2E X FACH

E 24(52% &=)0M HEAITIEILIS) D w6t SHES=Z

(2) Ol™Nl X2 &2 & U= T790M 24 HIANEH Y X0 et S - YH25448-201

Sad 2 NN Zils AMIME XX 8 =HH0| XM (EGFRmM+) MEAH HIAMEZHEL S 4
OIMEIYE % X XgHz §0 &2 AKX ==& G0Nl J|HetCt.

dIOIMEIE A /24 g & 20 X= 20198 92 3020ICH &AM S22 T790M =HH0O| 24 AL
(162N S& =2 ZE(CR)Z AIEX HIHAN 2 UAX BIESE(ORR)2 59% L 68%0IAUCH SE
=Y HEQ AMEX ZOH 2 RIS-M= JIZHPFS) S22 10.9 HE(95% Cl; 8.1, 15.1) & 11.0 M
2(95% Cl; 8.1, 13.6)0IACHIOE 3, O 4). EHOII{EIE' 240mg S20 IS AXH78Y) =, T790M
SAHB0| 28 HAXHT7EYE) CHEt S& =2 HEQF AIEAF EOH| [H2 H2E BI2E2 58% L 72% 0|
Ch S8 = ZE AEX ol 2 283 Mz J12t2 11.0 H&(95% Cl; 5.6, 16.4) L 13.2 JHE
(95% Cl; 9.6, ==otXl &S(not reached))0IUCHIE 3, O 4).
2 3. T790M S¢H0l 24 BXNAM S8 =2 ZE(ICRIN 2 RIS M=)2E (LMAIE HS:
YH25448-201)

Overall Doze (n=162) 240 mg [n=75)
. = -
: L s g

= L S mPFS (85% C1) E o | S mPES (95% 1)

3 S 109(EL153) 5 . 110{56, 164)

£ ,, My E-" |

- L] _:_ l

gt : .;. .4I .'.I r l‘ -:' I: '; I; .I*: r:' il.' ;! rll o [ H i B i ] (F] 4 L il H
Cl: A2l 22k confidence interval); ICR: S8 =Y Z&(independent central review);, mPFS: REISH M= )




2t Y2 median progression—free survival)
8 4. T790M S9B0| 24 BXAM AIEX ZIHIA)N 02 RIE M= J|12E (LAMAE BS:
YH25448-201)

Overall Dose (n=162) 240 mg (n=76)
wred —
.
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: e =
E [ F R
- i z miPFS (955 C1)
£l b 1 mPFS {95% 1) T 12 3 (9 -:I WR)
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Cl: Al2|322Hconfidence interval); 1A: A& A EJHinvestigator assessment); mPFS: 2XI& M= J|2t =
2t(median progression—free survival); NR: S El X 2S(not reached)

X B2 Uy S =Y HEA MEX O 2 53 Jtsst o Y (measurable brain lesion)0l A=
CHARISl == 25 229 0IQUCH S8 =Y HE AEX ZIOH U2 S U 42 Bt E(intracranial
objective response rate2 55% % 64% OIUCH &X S (& =8 =2 AES Al It 2 Eot
Jts @ Y (evaluable brain lesion)0l U= AKX == 22 649, 89Y OIQALH S8 Y ZEQd AIEX
OOl (2 SN W R M= J[2Hintracranial PFS)2l S22 25 TEoIA LUAHSE Y HE
95% Cl; 14.0, =&8lAl 2S(not reached), AIEXH Bt 95% CI; 13.7, T&dlAl 2S(not reached)).

(3) O1&0I XIZ 22 & Q= EGFR H0] 2d =4 My £= M0I4 HIANEHY SXH0l st
OfDIEHEI It HERE - MARIPOSA

dlelie A0l ot 0180l &&l XSS 2A @2 EGFR B0 &d =4 ddd = H0IE HIAMEHE
Xt XIE Al OF &1t OIDIBHELY HERES fRed ¥ AME0l 2ARME, 015 =8, 24 X
AE(MARIPOSA) A LEEIRACH MARIPOSA A&t Itz S& Y Xt= 202349 1128 2820ICH
BTS2 0] 2t OIDIEMEIY BHE Y, QAIHEIY &= @8, 01 & ¢S QBN SAAHE (2:2:1) <AL
0l &2 240mg0l 1 2 g

2 13 Z7 FOHCIUACE OFOIBFEIZZ2 1050mg (80kg OI2H &Rkl BR) L= 1400mg

80kg Ol&t &Xtel BR)0l 452t 0= 18] FUWENHE = 5FXRH 27010 FUEAHCUCHL LAIKEIYS
12 80mg0l &+ SHEALE

APAHE =2 EGFR SHHO0| |
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H 11. BICR &It HE MARIPOSANAL Rad 21t

A EojZ: B Roj C R0k
0 =X T oF
pr A o] of} olalIElR} 8.2k (N-429) poi o

Sx188 M= 7]7HProgression-free survival)

A % (%maturity) { 192 (45) { 252 (59) 121 (56)




Z17F (71%) (95% CI) 23.7 (19.1, 27.7) 16.6 (14.8, 18.5) 18.5 (14.8, 20.1)
R (95% CI); P-3r™° ] 0.70 (0.58, 0.85); 0.72 (0.59, 0.90);
(AvsB Aw Q) P=0.0002 P=0.0046
7831R] ¥E2-E(Objective Response Rate)
86.2% (82.6%, 84.5% (80.7%, 82.7% (77.0%,
ulo = 0
58 (95% CI) 89.4%) 87.9%) 87.5%)
7 sl 6.9% 3.6% 4.2%
e s 79.3% 80.9% 78.5%
dk2 x]4 7]ZKDuration of Response, DoR)’
ZoRzt (1Y) (95% CI) 25.8 (20.1, NE) 16.7 (14.8, 18.5) 16.6 (14.8, 20.2)
> 7Y HRS Hol= SIRP 86.3% 85.0% 82.5%
> 12719 HES ol $x}S 67.9% 57.6% 58.8%
HR (Hazard Ratio)-flatil: Cl (Confidence Interval)=4121722F NE (not estimable)==& £}
1 SHB0| SE(dE 19 HA T A2 21 L858R), =l HO| B, OIAIOR! (L0l et S5t
2 S35t Cox Hld |IE A =4
3 &5t 20 =9 HE
4 N HEEEHI JIE HE1 10 Qo =)IEE SEs s HEN 2
5 &01= Bkt &
6 A& HEg JIE
5. MARIPOSAOH/\-I BICRO| 2ol EIIE PFSOI CHEt Kaplan—Meier =&
: W
2 - H"F
% 04 ‘\\, \‘ S’—P —t Lozztinih & Ascheantemab
é \_t_i—o—+ Oorpestuis
;g' 0z
PEL tIH7HEI A BXHN=858) & 367H(43%)2 A= RECISTE AI20ol0 BICRZ JIM A&l SoHZ UK
gHHES Ot LUACE JIM AIEN SOHZ W E30| A= 24 ot 0lA 0 2f 1t OF0IBHENEY EERE =
QAIHEIEZ2 BICRO 2 SoHZ W ORR(THM BISE) L DoR(EtE JI12H0l Tist AR RAEE 24
= H 120 Aot
I 12. BICR EoIol (02 S U &M K54 24 21
- ol ok ol WE QY AN ol o
O Al
TR Al (N=180) (N=187) (N=93)
=07 Y £ ¥kS mWIKIntracranial Tumor Response Assessment)
76.7% 76.5% 74.2%
=l ivAS (o)
77l i ORR(95% CI) (69.8, 82.6) (69.7, 82.4) (64.1, 82.7)
o1 x5 62.2% 57.8% 54.8%
=707 ¥k X]4 7]7HIntracranial DoR)*
SEO R} & 138 143 69
> 127} 9K Ho|= 3ix} 58.0 53.8 52.2
> 187]Y BFS Ho|: six} 31.2 21.0 18.8
CI (Confidence Interval)=A12] 7t
4) SHANEHE
(1) det=sy
HEQ I BIEEN SHAEWM ALMEE JIN RS9 &L J[HUA DILs AL S0HAM EsA
012, S, AKX B350 2EC/UCH 01248t 2= 240mg X2 SFo sHis 280 =2 &5
OIlA ZASIED, R0 SHHIIER2 3=2I(2H0 2AXoIHL 202 32 ULt
(2) N=sd 9 doty




AOIMEIEE in vitro EHSOBOIAIE, SMT0IAAE L in vivo HE ASHAENAN 25 SESAHS 20
X LU, ot A2 AAIGR LUACH
(3) /\H/\IE/\JI
AOIMEILS T 2Es DI LMAIENA 30mg/kg ECIR0IA ENXIS A S Al Z)19F MZE R}
20| 2ADF BEGQACH EBH A HT BHENKH LMAIEOIA 60ma/kg ERZ0IA EHRIS ZHAH & &A=
bt ENRE =2 24D BUOLE EHKC S, LA, 2A 2ANA IDIEHS ZECX LUACH L& ENE
0|23 HIENKF SLAAIENASE HOIMEIE 28 2882 S0IX LUCH
(4) Z2=4
HIOIMEIY 2 in vitro 3T3 NRU ZEA ABNA ZSHS SO0IXl LULH
13 37k (974 FER 24
O (A8 TEAE) ToekF o bl #A 72 AdZANFANIE L Toof
FO FE5S7F AL AA A ATE2, [HE 692] <Y 2 F=E>
15 ARAE @Flgstes 39
16 AEo)H
7T B ZEW A7} A E8A T As
AR LA} 2024.12.27.
HAQ AU} 2025.2.19. 2025.2.14.
BaHTYA) 2025.4.21. 2025.4.22.
FHFA 2 LA 2025.6.2. 2025.5.29.
[ 1] ¢HHAZ-FEAQ AA 23
[ 2] 1818 &8 A8 QoF
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¢ & Z1& EGFR-TKIZ o]v] X8/ Aol gl& EGFR WHo| ¢4
BAZA ) 187 B GJOFE AeAYs0RY 1D A
WA A4 A
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ox
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o aYPANPAEE WAZHNOY, T 14 A7ASTU e wet JINFAHE 25T

o AEH A4 YHAHMARIPOSA)S ool X EE e Ho] ¢l EGFR 9o (s 19 24 =
d 21 XHE T T4 JPA F=E Hol4 NSCLC FAolA 2AHEY 2 golAEd d452y ty
dolAEd B ofwwiElRt HE& e A F AL HUs] A% A8H FF dFAFY

o AEd AR F FEAC AT ARE HED 23,

- AEE A5 AEY A, HolAEdH ofvulEE HEFRAT AT LAHEY S dEFAT BT EE
dolAE Y-S d=EFqY C thul 14 FEA F7PES(PFS) €4 23 44 HR=0.70(95% Cl; 058, 0.85) &
HR=072(95% CI, 057, 090)2 & b fo&el o7k A2HUE. 2470e AR AEEAME AT
48%, B % CT& 34~35% FEOE ofn|utebta} do]AE e WEFds LAMEY B5Fo EE oA

BlY 95Fq v {23 PES Aol g, wojagkel AFdA Aguda 5498, 49, A%, AT,
Aol 3, ECOG A5, &9, HHo] Af)o] we si9jx &4 AdoA® A4 84 A¥s 593 Adrt
AEEdon, foudt Ags #AEA ok F It PFS A7 AFS KM plotl Al B2 uf, 3 7+ ZJole=
% 6~/ g AHEE #ZEHY] AZPoH T AReE Folo el meh fAEHAS

- 23} S EA WPAT F ORR BAdAME 370 79 Ad7}t 22 86.2%, 845%, 82.7% 0.2 FASHA BEFQ o,
DoR XA 370 & FUFNL)95% Cl)ol zHzt 258 (201, NE), 16.7 (14.8, 185), 16.6 (14.8, 202) 0.2 T} &
TN o ATl A oF 97 Ee ARE uhE fA7F BEEHAE

o AZH AT T Ao B3 ARE HEI A,

- A EA Ao A AnbH o g ofmulel ol HEHe W& NE FEAA FRAHJUY MY =2
DY ARG Agoz RAEd o, B gFE AEsE HxaW Tt AY FE9 By Fu 2 &5
AFor 2HHJYE. O ATOA S/ EE w9 VIE Aol #2ES. &9 VIE AdS 58
1 ®E 20 dBstglony, 54 30 ddste A HeE AFA dS =4 BEE102% vs 2.8%). AT
VIE At E¢go] BaH o]F AYAIAYAN HAE 5o X5 AF /142t $-&1A4 ¥8o] Ansdly,
o]F tlRE VIE AL FSIAE WE3A e Aol TGS A AL FAH(A T
el g WES 7ASt, Fo 271 09 2t 8H FEIAE Fostes AR, RMP & 44 AL
Aol ‘dotok 3t 7HE F8F AR EA Frlste AEY
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* CR/Complete Response, $% HH&-

¢ DCR/Disease Control Rate, 1 FH&

* EGFR-TKI/Epidermal Growth Factor Receptor-Tyrosine Kinase Inhibitor, &3 A%4<12 4&A Eo] 24
ZItobAl A Al

¢ EORTC-QLQ-C30, ¥ o €7 B A& 7|7 &9 4 2&A 94 30

e HR/Hazard Ratio, ¥/ &H]

o ILD/Interstitial lung disease, 7+&4 # A3

¢ iORR/Objective Response Rate, F7] W &4 H7} W&

* iPFS/Intracranial progression-free survival, 571 Wl Fz13 =72t

¢ IRR/Infusion Related Reaction, ¢ ¥ HH-&

¢ NSCLC/Non-Small Cell Lung Cancer, H &M ZH

o NSCLC-SAQ, HI&AZH%-37d B7t H&A]

¢ ORR/Objective Response Rate, /%2 H7} iH--&

e 0S/Overall Survival, A AWZ&7|7t

* PD/Progression Disease, 2™ 9] 13}

* PFS/Progression-Free Survival, F%13) AJZ&7]3t
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* PFS2/PFS after first subsequent therapy, 3 WA
o PR/Partial Response, & W&

* TKIs/Tyrosine kinase inhibitors, E]Z41 7]l A ]

o TTSP/Time to Symptomatic Progression, 5/ Z1§7pA19] A7t

e TTD/Time to Treatment Discontinuation, | & F& £87]7F



1718 E= WA W HwH Lol
11 AFHE
o 20219 01€ 18%, o] o] EGFR-TKIZ X &2 Ao 9li= EGFR T790M Wo] 44 =
H A 28 ¢ 8248 A sAEA W FYFS 87t
o ofgZ-go] W &7 (Pharmacological class): 3ot %A (421)
o okg]2g 7]H: EGFR HEA 7]UAl A3} Al (Tyrosine Kinase Inhibitor, TKI)
- dolAE Y-S TKI AA =AM, EGFR E9®oe] AgAo] £& HI7F9 2 EGFR-TKIZ °oF¥¥ EGFRe HE3HHA
g4 EGFR =<¢Wo] Ex19del, L858R ¥ T790M =QHolE EHOE a1 A4 (blood brain barrier,
BBB)& Fdoh= S40l A&
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- In vitro AP HolAEYL @Y E=dwo|(Dell9, L858R, T790M)9} ©]F &< o|(Dell9/T790M H
L858R/T790M)E X33t Ew o] EGFR 7IUolAl oA 78 As) 37t #F2F(IC50 gk 1.7-20.6 nM)
- In vivo A M= o] %o AT FHE @Y EGFR EdHol Ee T790Mo| E3d olF EdWolE Ze

-
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13. 4% &% M8 2 A&H

e NCCN NSCLC 7}o]=2}491(2025 verl, 2024.12.20.) - A&A = HolA HlaAZHY

- EGFR, ALK, KRAS, ROS1, BRAF, NTRK1/2/3, METex14 skipping, RET % PD-L1 #AFE 43, EGFR &
19 A& =& o 21(L858R) A& WHold w4 P Ee Mol HIAAMEZHE SAdA 9 14} ﬂEiH
SAHEY (B2 4%, dHotrEt AU 7ol AlHY, F7b Ao R ofwwielg Ho|AE P HEAHY
EE LAHEES AMEGA Y] HEaHIABA A o] Ak (FHel g 1)

14. AAEET fHE 8% AAAL A4
o EGFR TKIs9 WA o]gu-3-2l HA43A F28(AAL, 24, ?E), IR BAEE, F587], 7HR)
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6.5.2. WA U4 (Pivotal studies)

. (Xﬂ%) A Phase 3, Randomized Study of Amivantamab and Lazertinib Combination Therapy Versus Osimertinib

e

Versus Lazertinib as First-Line Treatment in Patients with EGFR-Mutated Locally Advanced or Metastatic

Non-Small Cell Lung Cancer
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[73841937NSC3003] A Phase 3, Randomized Study of Amivantamab and Lazertinib Combination Therapy Versus

Osimertinib Versus Lazertinib as First-Line Treatment in Patients with EGFR-Mutated Locally

Advanced or Metastatic Non-Small Cell Lung Cancer
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9| A¥ FALF Fd9
NHEA p| 3 71 E a3
(13 1954 | dAd | a8 8% R W75 S
=1 () = Y Z0}7)
229 |gddel Oz #lo] A Bl T @as) | 587 | 560
W |G (AE NF ot (hg): |23 2372 | 1659 | 1846
20.10.16. [19-2 2 k) AT BARE || SEEOME) g1, a7 | 1475
.. . 95% CI) AU B
Te dE 59 R 1850, | fr&A ( 27.66) | 18.46) | 20.11)
DCO |21 AgHE |-1F  |-B- BT |-ORR, HR(95%Cl); (ggg (ggg
‘23.08.11. | EHHgE T4 |(oFAoF | QAIHEY 18.00, | DoR, P8k (Avs | - 05.55),- oéO)t
A3 E=E lvs 19)), [G5F4 C | PFS2, B Avs Q) 0.0002 | 0.0046
Hux 3ol 4ol |-C: 17.05 |iPFS, ||&AA A&
ZA4d  INSCLC PAR= #o] A EY oS = A7 %) 97 | 117 | 56
‘2311.28. &AM |(Ex19del &5 3 L (226) | ¢7.9) | (259)
11.28. ; g 5T :O: 1 et FY#0N€E)| NE NE NE
SAHEY |vs Tk ¢HA (95% CI)  |(NENE) (NENE)|(NENE)
L L858R), [*o}A|o}el M) |- A 0.80 | 082
. ) 0 e | FIR(95%CD); 061, | (059
E‘“o]XiF’]H Hﬁol 586/), A;—J_L ‘;‘< P-%}]\' (A vs _ ( Rl ( ~7y
gsay  (BAE |welAol 221, [Wekd || B A vs ) hoviill ooy
o ] (= vs [41.4% X B¥ |& ARA WSS
dolAEd |8l%) 21.98, WEM) 862 | 845 | 827
Lo E(/0
) *EGFR % cE (95‘;/0 oy 826, | (807, | (77.0,
89.4) | 87.9) | 87.5)
ofm] WheRRF Ex19Del 21.88
A omo 01 BOR-CR(%) | 69 | 36 | 42
8 AW 1%, BOR-PR(%) | 79.3 | 80.9 | 785
RIRC =L L858R BORSD(%) | 71 | 101 | 107
FEAS 29.4% E3 ue A& 7|7t
= _ | 2576 | 1676 | 1656
ot . Fo‘fﬁ(mé) (2014, | (14.75, | (14.75,
4ol 5% €D NE) | 1853) | 20.21)
Al HE AL | ges | w50 | 825
A A 26702 (%) ' ' '
406% E e A
S| 70 | 576 | 88
T4 W ARE g
767 | 765 | 742
H],Q_E 00
gS‘fC(I/ ) | @98, | (697, | (641,
5% CI) 82.6) | 824) | 827)
iORR-CR(%)| 622 | 578 | 548
iORR-PR(%)| 144 | 187 | 194
iORR-SD(%)| 194 | 209 | 183
£ 0 s A% Az
WsAE) | 138 | 143 | 69
NE | NE | 2027
Z0} 7} 2]
25;%*5;“%) (2024, | (NE, | (17.81,
(5% <) NE) | NE) | NE)
HE AT | o | ss | 52
=1AL%)| ' '
HEAS o | o0 | 188
=18 %) | 7 ' '
iORR-SD(%)| 194 | 209 | 183




o A4 £4 A
-1 FE5A BEXNPES) A, PFS SHRONYE)95% CI)& AT 23.72(19.12, 27.66), B 16.59(14.78, 18.46), C*
18.46(14.75, 20.11)2.2 B+ ¥l AFollA HR=0.70(95% CI; 0.58, 0.85), p-value=0.0002% & 3t f2]2¢l o)z}
T, CF Uibl ¥l AT PFS Ao A= HR=0.72(95% CI; 0.57, 0.90), p-value=0.00462.2 Aol {+2|gt

i

- 2470 AWﬂ RAEFNHE AT 48%, BT 2 C2 34~35% FFO2 ofn|utelts go|HEIHe] WEFAd=
QAHEY Fo T golAEY BT v {2 PFS Ade] #Eg

-FA HE T %k 201702 AHAM AT 448%, BT 58.7%7F AW g w= A Husge &
It PFS Ao ZAFE KM plotell Al #28 o, & 3t Aol F 6~/ AIRTEH #ZE7] AFs s

A T Yol w2t AU

- FA B 24 2000L AN AT 448%, CFO 56.0%7F AW W& EE AR BUFYL T
Zt PFS A#e] A% KM plotOM S o, & T Aole oF 6~/ ARTE BRI AFe 6w

- wlol 22kl Al e Al e Ak E“("*%‘, A, A%, AF, AWl 3, ECOG A, §98, HHo] o)
A Ao ME A 24 At FLT At AdH e, v A BEHA odhE

ru&

4

1) OS &4 23, B 9 C+ thHl A7 HRE 27 0.80 % 0.82%, Avol el OS o] ##d

A3}, 37] 9 ORRE 217} 86.2%, 84.5%, 82.7% 2.2 frAsHAl &2

A}, 370 9 DoR FYg(ME)95% CI)& 22+ 25.76(20.14, NE), 16.76(14.75, 18.53), 16.56(14.75,

AT A F 97l g AR W FA7F BEE
B 4854 24 A3

1) iORRE 37} 9] ORRS 27 76.7%, 765%, 742% 2.2 FAHA #2HE. 1 F & kg dgsts A=
Y7} 62.2%, 57.8%, 54.8% A

2) iDoRE& AT BTL U0 234 ekgkar, Ctol dake] 202770€(95% CI 17.81, NE)2 #Z3. k89|
A o] {AH AFUIIA 5 370 FollA 27t 138, 1431, 69802 187/]€ o] whgo] A& AdudAt
T 27 439 (31.2%), 309(21.0%), 1395 (18.8%) ©1A =

rlr _ll-

o A4 BH A%
- A0 obrlEgs) Hol AT R HEe Y okBolq TANUY HAH ZEAUR GAR AFOE
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e
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8 3 oY AEse AN 751%E 7P EA #EEHAOH, BE 9 CE A7t 428% B 455%FE A

. =2 DY HIEY Fo dAS 7 9 E2EFF9 ¢ (paronychia) © A&

HEAQl SAEse] A WIEE ATOlA 487%E JHE w4 #REHGOH, Br 2 CHe A4 3834% 9
352% 2 SAEGS

- HAG gEEY] AEst HzaW EE A FEY Fo 9 9 &F gFoR 2o, B9 T
Qo] & AEsE ATNA 349% 02 7b¢ ¥4, B 2 CFS 47 136% L 131%C 82 FARIYS. AT
= 2% ol ANgudAA Fa FEe o] B AEsZE F¢ #H o] AHHE(IRR)O] 45%°.2 71
Eokow, SUEFAY 33% 2 A 26%7F B
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- C2D1] >500msec ©]4¢] QT AAe] WA FA= ATolA 1%(03%) TAsALH, B 4+

0.7%)°] LA CrolAe HEEHA Fo3.
- VTE A4

- ATOA 3EEY Aol 102%, 459 B 558 ARel 77 05% WA oH, T A F A
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