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New targeted therapies for non-small cell lung
cancer

Eun Hye Lee, MD - Se Hyun Kwak, MD - Chi Young Kim, MD - Hye Ran Gwon, MD - Eun Young Kim, MD - Yoon Soo Chang, MD
Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea

Background: Lung cancer is representative of a high frequency and high mortality disease and ranks at the top
in incidence and mortality in Korea, when excluding thyroid cancer. In this manuscript, we focused on current
targeted therapies for lung cancer used widely in the medical field.

Current Concepts: The majority of patients with lung cancer cannot be treated with surgery only and require
chemotherapeutics or radiation therapy. Currently, classical chemotherapeutic agents, targeted agents, and
immune checkpoint inhibitors are the most widely used. Recently, the Research and Development of antibody-
drug conjugates is gaining attention, and this may become a more widely prescribed treatment in the future.
Among the available treatment options, targeted therapy is becoming increasingly feasible and widespread for
treating inoperable lung cancers, where driver mutations have been identified, and for adjuvant or neoadjuvant
therapies. Next-generation sequencing (NGS) improves the ability to identify driver mutations that were previously
difficult to detect and can also be performed on blood samples where no cancer tissue is available for testing.
This makes it possible to identify therapeutic targets for targeted therapy more rapidly.

Discussion and Conclusion: The most common type of lung cancer in Korea is adenocarcinoma, for which a
driver mutation has been identified. Newly developed drugs target previously problematic mutations or cancer
cell lines that have acquired resistance induced during the treatment process. The survival rate of patients with
lung cancer is expected to improve with the development of tailored treatments for targets identified from the
NGS data of the patient. This paper will help clinicians understand the current state of targeted therapies for
lung cancer treatment.
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SHF 22}9] programmed death 1 (PD—1), programmed
death ligand 1 (PD-L1) ¥ cytotoxic T—lymphocyte—
associated protein 4 (CTLA4) o thgt HT-EIA|A|
S0l F%f sollAl 71& A= Blus] St A7 A
HolHA & B7Fa3t HetollA def ARREIL Qi ol
2 M| & (neocadjuvant treatment), B A| =, 3Fols}st
Qo] MR FOo8 A& o7 H3Fo] el Qe

gl[4], oI5k axapo] AAARE S]] =GTHA| H,
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ko] SRfo A 25248 A& AuE A He
AAolths], HATEAAAY] A 8HeE A%
AREE|E Hlo] el = PD-13} PD-L19] W}, £ =
oj¥o] EHtumor mutation burden) 50| glou o=
of 7|thell mX|A] HakaL ITH6]. ol= A|&=e tste] $&
Hhgo] &)= SRS w4 A RE3o] gle 2R
A== AN = SE 83 A== Qg AAA F
oyt ©TEX] 94| tumor hyper—progression (£ 7135}
Z1eY) o) FAR-S AosHA Hi= fglo] Har leH7,

| A4/ B7Ee] =) ol% H ok Atk w2 =9
FEe} Hslr} o] foix]aL QItH8], o] w=ollAl= FAY
UM o7 Sl A HARIAL Sl A7 A& o] f
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1. BU| X5 SHHO|

F A&l A >8-A| (epidermal growth factor receptor,
EGFR)= ErbB Elo|ZAIRIAMSIA A 48| (tyrosine
kinase receptors family, EGFR, HER—-2, ErbB—3,
ErbB—4) 59 shU=, Ao 43} &alof olst
= AR Al Bof Adel Al QRO AT E Mk
S84 whaldo|cH9]. EGFRE] Al 9] domain]| ligand
7b AsHA A Efo|ZAIRIAIS A AT SASHE|o] A
EZ YR Alsrt AgEd, oo wgl PISK—-AKT-mTOR
pathway, RAS—RAF—MEK—-MAPF pathway”} ZA1s}e]
A Eo] AlEFA], A2 AE, AN Fo] EASHEA =
CHOJ. 9A|EZe] 3ERof| EGFRo] U =H oA ze] AJxfat
37t dojuA ==, EGFR EdHol= Al Aladg
AAE A&HA o DASAA Hedt F3jet AAo] A%
HEes S, HjaA| 29t F RjEEA Y, S8 AdE
(adenocarcinoma)ol|A] EGFRe] E¢Wo|7} 2 whAx]
1, A1l A vlEgAEY 5 oF 5-15%, oAlotel
O] 79 oF 40-55% =X EGFRE| = Hol7 HAys)
£ Ao& dejA gltt EGFR %M 0l= exon 18H% g
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A EGFR-mutant patients B Atypical EGFR mutations I} A A7 Aol Ql= At 25y
I Classical (67.1%) WM Classical + T790M — =
B Atypical (30.8%) -+ atypical (2.2%) Exon 19 =] H]_/,\_/\ﬂ;‘.l-_uﬂo]‘ §]—X]—0ﬂ/ﬁ ‘?—F 10—-18%
9.4%
Complex o] TAW--E(objective response
atypical

rate, ORR)& Ho] n|at A]Zojokt
(Food and Drug Administration,
FDA)®| Q& WITH13]. =it o]
S oot AR, f1oF gk 34 o
-1 INTACT-I, INTACT-II7} 7]&
Classical 6.7% o] N|ZEA 3t} gefitinib®] ¥
+T790M Trans

1.1% membrane 0.4% Other 2:0% sta oA ORR, #3427]7Htime
Total = 11,619 Total =7,199

9.1%

Ex19del
32.7%

Exon 20pt
19.2%

Classical + T790M
+ atypical 2.2%

T790M 0.3%
Extracellular

to progression) ¥ A& FAS ¢
Figure 1. Epidermal growth factor receptor kinase domain mutations in non-small cell lung cancer. (A) Per-
ce?wtage of F;)atients \?vith non-small ceIFI) lung cancer containing epidermal growth factorgreceptor (EGFR) oA xsteew, 34 dddTE
mutations. (B) Percentage of atypical EGFR mutations observed in patients with non-small cell lung cancer.
Atypical EGFR mutations are defined as non-classical, non-synonymous mutations. Adapted from Robichaux, (IBREESE ISEL, INTEREST )o] Al
Robichaux JP et al. Nature 2021;597:732-737, according to the Creative Commons license [11]. L N
o] wha} 20129 gefitinib®] FDA

Qlo] A= et et o] A=
E4Ro] (IPASS, NEJOO1, WJTOG3405)°] EGFR =%1o] kA
g9AHE Q1 Ao A AlESA] Fra ) vlaste] gefitinibe)
17} A ORR, Z134a7|7F & A& 5 BF ASTol nhet

of

|

exon 219 Afojofla =2 WAsk=t|, 7} 53t
= Exon 199] Z<(Exon 19 deletion)¥} exon 21
0| (point mutation; L858R)E, o] F o

EGFR 39010 oF 902 AA3H=t], o] F o= k2 gefitinib FDAS] 418 ThAl 7] E|9{eH14),
5k wlo| oz} = okAlo] et k8-S Zakste] ok olo] ) 24]eh EGFR-TKIS] afatinib} dacomitinib
o] 7o]2 Wol3 QIrH10L, o] 2] oF 107014 exon 208] & ATP 3t R9lo] vljeldoz Astsle] 2,

Arel(Exon 20 insertion) 52 E& EGFR Sd¥Ho |7} 21 erbB family®] Z3kd t}= EGFRo|= 2H8-S dlth= 2}
sh=t], o] &% EGFR 9% ol= EGFR & o] #H¢ O|FE Adrt, 24 9 34 AT A3} EGFR E9H

o Fofsk= A X EA O thet A& A2lo] Arjaom o o7} = SHRfollA M= Fetare] 11 63"“57]”
° HolthFigure 1) [11]. (progression—free survival, PFS) Sgto] 5-771¥S
EGFR tyrosine kinase inhibitors (TKI)® EGFR ol Aof wlgle] afatinibS PFS 1171€=2, 3RS X&7 A
intracellular domain®| Efo|2AIRIAME A A0 Aefz] o A& BRRIekAITH15,16]. Afatinib> 1At EGFR-TKIS]
= Agsto] ste] Ao A2E Adgith EGFR o]l gefitinib¥} B]asHS o) AR =717 Hoverall survival,

£ A=317] 913 EGFR-TKI A2+ 1At erlotinib, 0S)9] Afoli= §ilout ORR, PFSO| g5 HIITH17].
gefitinib, 2X1t) afatinib, dacomitinib, 1|3 3A|d] FE =8 EGFR S9W|(G719X, 1L861Q, and S768I)

osimertinib, lazertinibo] 7|¥tEo] 2t} 1At EGFR- oFAJ ol BRI A = gefitinibo] H|E}o] afatinibo] © £
TKI*= EGFR®] adenosine triphosphate (ATP) 23+ H.¢ L A&7 AL BJrH18]. E o= 24t EGFR—TKIS!

of ATPHEL} Agteo] o} FAYZ, 71z o2 Ajtsls= oF dacomitinib A gefitinib?} B] w3t 34} A2} gefitinib
A=, BEGFR Al 2dgA4|A o 2A431E w=ti{12]. 73 ¥ oAl PRSO] Fdgke] 9.270Helld Aol Hlste] PFS
A 7NEhE gefitinib2 24 YAFQ] Iressa dose evaluation 14. 770182, PFSO] AA2 Yt OS E§t gefitinibwol
in advanced lung cancer (IDEAL-I), IDEAL-1I ¥+2 A 26.871€0)90¢ 4] H]5l] dacomitinibwo| A 34, 178%
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2, 2IE HArH19].

2. EGFR-TKI2| LHM 7|H
EGFR-TKI= EGFR &dHo] /g eAtoflA] Wizt
A= herariel Histo] A AE 717H] = ¢
okt Sk Tt Adolgh (4 ] AolE Hol
= %7l wkey| o]i= EGFR Wol9} Zro] SHlEl = Ho|
71Ql6ke Ao = %A JIeH20], & EHet 27] Hheo
T Erokal RS SREo] 9-12711 Sofl A %13
=Hl, = EGFR-TKIe|| tiet &= W/de] 714
ok W4 71322 MET oncogene®] 53, AXL 2Js},
human epidermal growth factor receptor (HER2) &%,
PIK3CA A1 2 AGH| A o] 8438, Azt e = o] 225
3} 59 TRt 71350] AAEAL Qlet, o] F 7H A
o] Al 7148 EGFR2] exon 20819 T790M HolE 712
=29 F77F Sledl ol AA WA 7139 oF 50-60%
£ AR T790M = Hol= exon 2089] 7909 A2
o]l 4] threonine®| 37} 2 methionine® & 2|gHel= A
o2 ATP7} Agst= EGFRE ATP-binding pocketo]]
T790M EHe]7} A7IHA ATPo| Higt affinity”} <7+
Eo] wild typexd HFATEAL LA Qlek21], WA 7138
=5517] 918l TT90M = HolE F4 0= 3F oFA| o) 7id
o] ofojz|A| E3l=d, o]zt ¢fAlofli= 3AltH EGFR-TKI
9] osimertinib¥} lazertinib®] AT},
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3. 3MIcH EGFR-TKI

Osimertiniba EGFR tyrosine kinase®] ATP—binding
site®] cysteine—797 Z+7]0] Aglste] EGFR T790M WA
HolE Agzlom nl7tg Ao AAFHH22]. Exon 19
deletion, L858R, 1.861Q point mutation®} Z+& EGFR =
Holel T7T90M EHolE 27 Bl o= Fhf{23], 14|
] EGFR-TKIZ 1x}[#| & & Zglo] A EGFR T790M
SO P =4 WA E= HolA nlaA 2o 2t
A 4108E HEeR 3 3 AT AURAS 23,
osimertinib2 W5 7[8 24 Fta¥ div] FosHA +

2 ORR (osimertinibat 71% o @279k 274 &}k =t

mo 1l
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31%)2} PFS (osimertinibat 10,171€ o @714k 27 3}t
AT 4 01)E BeloH24], ool et IR 2 14,
2A|H EGFR-TKI 2] & o] % Zgle] Z1YsA =H T790M
EHo] 5ol tig HAPE st T790M ol
7} ERIEl= 79 3MIt EGFR-TKIE AMEsh= Zlo] B
A&z 22 A HUek, Osimertinibe T790M SAH0
# ofe} EGFR A4 EHol% PO & sh= T,
ke Al 371 opd 1A 55 E osimertinibs oI5
+ 2] Aol tigt ddTe A==, olAle] viE
FLAURA $13L0]cH25], FLAURA 9171= 22 3] gl
=4 ZI8YA) E= Hol4 EGFR 44 Eduo] A vla
AlEZ 9t TS gite R, 149 EGFR-TKIS! gefitinib
E= erlotinib?} osimertinibe B a5}ATH FLAURA 23}
of &3k, osimertinib2 1A EGFR-TKIO] B3| %2
PFS (osimertinibw* 18, 97§€ o 14| EGFR-TKI* 10,2
7HE)et OS (osimertinib* 38,6714 dff 14 EGFR-TKI
3187195 HolFeh ® o2 A9 EGFR-TKIC!
lazertinib2 20218 19 3= AlF2JoREA 9 5|71
HRe ok 1—24|tf EGFR—TKI| WAl 4471 T790M
EARo] A =4 A E= Mol vl ok gt
A} 2| gol| ARg-o] 7hgst @A 1A RE A 3 A
& Zoll ek, ALAAT A} lazertinib2 EGFR wild
typed} EAWOIE sl Aol 943k A o®

W=, lazertinib®] EfAlo] E= EGFR T790M, Exon
19 deletion, L858ROY+= osimertinibd} G-AFSH 1A &3}
£ Hol= vk EGFR wild typeoll talj41= osimertinib
of giulste] oA a7t HQict, Lazertinibe & 22
ARo)A T (Del19) B o]F(L358R/T790M) &3l
sl 3t S AE vEhen, Ho] = =Y
oA =& HEH A (blood—brain—barrier) FHEE H
HeH26). 94 1/24F¢1 LASER201 A-(ClinicalTrials,
gov identifier: NCT03046992)[27] Z¥}, lazertinib 240
mg FeFatoll HiAE BAHn=78) % T790M =¢Ho] oF
A Z2Hn=76)A1 ORRS 55.3%, PFS] %94 11,1
HEel e}, 240 mg &tolA 57 7Hsgt HHol7t &
ol=l #A}9] intracranial ORRE 86%, intracranial PFS
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Table 1. EGFR-TKIs in advanced EGFR-positive non-small cell lung cancer

B4 (next—generation sequencing)

EGFR-TKIs Study mPFS (mo) ORR (%) mOS (mo) tju] A= e<51 4%)0] Lo AHow
Ist generation UFERLFA] AAIRT Tha AThels As
Gefitinib [14] IPASS 95 712 216 - e el
Erlotinib [29] OPTIMAL 13.1 83.0 28 o] Qla1, A&t G E Theto] 7] o
2nd generation ol EGFR exon 20 AH] Zoldo]=
Afatinib [15] LUX-Lung 6 11.0 66.9 23.1 = enolol 4ol slalnh o
Dacomitinib [19] ARCHER-1050 147 749 34.1 EGFR &iolel| £37]:= shAut A
3rd generation &l EGFR E¢#o] 43L& ofuH
Osimertinib [25] FLAURA 18.9 80.0 386 . N

EGFRE] C—helix ©]%9] FLXo| =

Lazertinib [27] LASER201 11.1 420 389 °l elix ofef 2ol

EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor; mPFS, median progression-free survival; ORR, overall response rate;

mOS, median overall survival.

o FYEE 26.070L= SlEle] [t AE Holx
itk LASER201 1ol A= lazertinibe] ¢HgAell dis]
A Bustal gl A 8 n=181)04 35+ ©I
Ao 2@ T o]AHES(treatment emergent adverse
events, TEAE)2 29%, 35d A9 oF&E el TEAE=
8%= T} EGFR-TKIZ} AT TRt} lazertinib?]
Py B 71 2 AEE AEAo] Arhe Zold, A
 QTe 74 gl 3404 98 7o 59 A5
nilotinib, lapatinib, Z18]3l osimertinib®] §£of A] ATxE]
of WP 4 Gl BAgOR M) ook, 1 7)4e
SJS}AIE ghoL} HER2 ojA} el 9l AoR ofA%)
1 QIeH28], webA osimertinibol] HI5k] EGFR S¢1% 0|
Aeldo] =2l lazertinib®] -5 A=d9] F2kgo] A
Aoz A2 Ao dyE 4 3tk LASER201 A-+2%}
lazertinib o A HHE QTe 7H4 A2 HA| gakto]
Al 3%, 240 mg §FFoA 5%ollA WS o 1
suo Aeollen AR ou] Q= A HEE
O] = HAYSER] QITH2T], Tk, osimertinibol] H]sf
lazertinib& HTh & HIEO| 47} o4 (33%) FAE-S B
T15}0] 202 @gktHTable 1) [14,15,19,25.27.29],

)
e

flo
A=)

4. EGFR exon 20 42! o]
EGFR exon 209] 4¢] EdW¥ol= EGFR 5d®0lE A
d He 3xpe] oF 2-3%= A ATH30], 1L F-HAE

ZZ(polymerase chain reaction) FAFZE AL 714
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obn| =/t Atjlo] MAlSh=T|, ofEe] 4
oh= Qiketas 2ejo] 222l ¢
Al Aol = Qs F442%l EGFR-TKI
o] A= 57} UubH 3l EGFR Ed®o| xjol vlgf &
A FITH30]. Amivantamabe YAIE EHO] EGFR¥}
METe] Aglsto] EGFReF MET 425 A5k o5 &
Al AwAIZ, CHRYSALIS 1} A5 3 4 fa4
<& Y3ltH31]. CHRYSALIS $17= EGFR exon 20 4H¢]
Hol7b Al Bl 2wt S e R g 14, o
ghdl 7|3 GEE, oF 40%2] ORRE H.9.2H PFS, §t
22]&7]7 (duration of response, DOR), 0S2] Z2g)0]
217k 8.3, 11.1, 22. 87142 RuEcH31], o]& A=
amivantamab>- WZ7|9F ARt A= F T A
7 o]%of Ao ¥ KGFR exon 20 4¢] EdHo|7}
U= A NP T HolA vl ZH S 2HRte] A=
A2 20219 5¥ FDA 4912 wielIth A amivantamab
L EGFR exon 20 AHQ] SdHo| v]aA|ZH|eke] 2x}2]| &
A2 37k WAL thE ofA|eke] BEa R o 13K
FAZH amivantamabe AMSILS W A7} =okK]=
A glsks 3 A7 A3 SOl k. MARIPOSA 3
AF AL (Clinicaltrials, gov identifier: NCT04487080)= ©]
of AgH Aol gl= =4 AP E= HolA EGFR
o] H|AAZH G SRS YO E osimertinibd} H]IL
3lo] amivantamab+lazertinib H-8-Q%¥e| a3 a3}
AT FA Aol =3t 34 AH(Clinicaltrials,
gov identifier: NCT04538664) [32]= EGFR exon 20 A}
o EAHOL Yl = XA e HolAd vlaA|Ed

& S tAF S & carboplatin/pemetrexed X =E-E T

[

(&

]



O & amivantamab-+carboplatin/pemetrexed H-E4
9] g o5t 20]tH32,33]. EGFR exon 20 A% =
HolE EPlOR 3= E thE oFA|2+ mobocertinib

Qlth Mobocertinib-2 YA+ 1/24F A-E(ClinicalTrials.
gov identifier: NCT02716116) 235 A= 2021 9¥
FDA 2918 31=319ith o] oAt s o] #lo] wiZ7]u} 3}
¢ ARE W2 Zo] 9l EGFR exon 20 4F¢] ®Ho 7| QL
L 114o) waN e SRS dloR siglon
S mobocertinib 160 mge 58313, A-+23 ORR
2 28%= BAE o DORY} OS F4%ke] Z¥2- 17 574
4, 24,0714 = 1% AT} Mobocertinib< amivantamab
2] T ofAlRkE olFS AU, M SHoA
2 EGFR-TKI®} $AF3H A0 2 3119l oL} T2 RGFR-

o g 11_% N

TKIo| v]3te] 355+ o]Ake] Al Hzkgo] 2192 =7 &+
QlE]o] o5 agitH34],
AN YT QIAkEFA

vl ZE|ef gt AP HZF dAstas
(anaplastic lymphoma kinase, ALK) S-AA} ¢ 0|9
W= OF 3-T% ook, v 25| 2} Fof
o] Bl AL vEdRt B 7HHE SARK107d D]U})
o] FAEE 7 MYF SRl Hlert Serke AL

E TH35], #1384 ALK &g HlaxA|ZH|ef 2t

fri
1
@
Y
50

y

52 ALK Elo]|ZAIRIAIRIA A A (ALK-TK)Oll ui-$-
Hkgo] Ftt 7333’“ ALK A4 BlaA sz oho] 122 74
H Hodiv] 1Al ALK-TKIS! F2]
iﬂ‘d(crlzotlmb)a AR A FARAETIE SR
(median PFS [mPFS], 109714 of 77i: 29 8 &
+ AP 913, 0.45; P<0.001)%Rt opet Ak whe&
(74% ) 45%, P<0.,001) @ 1d AYZEE(the probability of
1—year survival 84% ] 79%) ZHo|A F-2Ju]gt o] 50|
SRl ITH36]. o] AWE HiF e R FexEHS xR
3y ALK 4 H|2A|aza|of 2Ake] 1xFX| &A= FDA
Q1S ottt sRARE 23 ALK 4 BlAA 25 ¢k 2

2]

o>
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o] FA] ot AejxEHE FoAE W= EAlolA BA
+ 60%7HA] HFlo] Ago] EaA| WAstaL, Alzte] A
of| wk ez del gk ookt 7139 WAoo HAgsk=
Aol defzlth. o5 F5317] flsf CNS Fapdo] a1 =2
2 Yoz Wlsk= ALK sdHololl= axb7t Q)
L 2P| ALK-TKIE0] 7Rare]QleH37.38], 2814 ALK
A A2 2] IAFX B A=A 24 ALK-TKI
2 A A2l €Y (ceritinib), Y#E|H (alectinib), E.&]
7Feld (brigatinib)#F 3Nt ALK-TKIZ &2 2eteld
(lorlatinib) 25 PFS, ORR#NE opet £/ Wf ¥hg-& =
HollA A2 zEHEY B 93t 3345 HeIr}H37,38].
ol Bt 24|t ALK-TKI (¥ed, Eej7ted, Al
2lE]d)7} FDA 4212 ¥kl National Comprehensive
Cancer Network 7fo]=gfelof A= Ad4A] ALK A H|
aA | k1] 1A B A= 24 ALK-TKIE #arst
3L QI 3AItH ALK-TKIQ! 2etede 22| &A| =i 2
7F Sl it opdel, 1At 9 24t ALK-TKI 2| & 5 W
go 2 Qlaf A xlgfo] H HolA e a7} lrk(Table
2) [36-40]. o1& Ei= p-2|uaollA = 20221 99 o|%
= 24|t ALK-TKI AME- 5 A Z13) A] 2eEldS &
AR 5 A 7RIS Fells A 7Rt B
(IB—IIA) H]2eA|32 ]OP S A ALK 941 79 o
& oo} THo] Sl= Ao AeAHA = A A3stet
axloly & & HE WMo v ATK-TKIS 2-8-5tal4t
F= Q55 S0l eH36-41],

[0
rir

KRAS

1. KRAS HO0|
Kirsten rat sarcoma viral oncogene homologue (KRAS)
HHol= g Mol &5t Hol F sttt ml=olut -1
ol M= AA Hee] ¥o] T KRAS7} 20—-25%5 AHA|5HH
[42], oFAletollAl= 10-15%9114 KRAS 314} §lo] H2xA|
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Table 2. ALK-TKIs in 1st line treatment in advanced ALK-positive NSCLC 2 7Eto]| oSS At
ALK-TKI Median PFS ORR Intracranial response
(%, 95% Cl) (%, 95% Cl) (%, 95% Cl)
st generation 2. KRAS BEXX|=H|
Crizotinib [36] 10.9 (83'139) 74.0 (67—81) NA Sotorasib (Lumakras’AIngen).% H]

2nd generation

24 GDP 2 ol £AI5H: 29)

Alectinib [37] 34.8 (17.7-NR) 82.9 (75.0-88.5) 82.9 (76.0-88.5)
Brigatinib [38] 29.4(21.2-NR) 71(62.0-78.0) 78 (52.0-94.0) 2] 1T G0 vj7fedA oz Askel= 2}
Ceritinib [40] 16.6(12.6-27.2) 72.5(65.5-78.7) 72.7(49.8-89.3) 881= KRAS G120 quﬂzﬂi Heo
3rd generation
Loratinib [39] NR (11.4-NR) 80 (54.8-93.0) 64.3(38.8-83.7) 2 KRASHIoo] tjsf FDA ¢l of
ALK, anaplastic lymphoma kinase; TKI, tyrosine kinase inhibitor; NSCLC, non-small cell lung cancer; PFS, progression-free survival; CI, Eolq CodeBreaK 100 o]/\}/\] ?:.L,g: %
confidence interval; ORR, overall response rate; NR, not reached; NA, not available.
3l 37.1%2] ORRY} 80.6% AW EA1&
Table 3. Tumor response to sotorasib therapy 2 soldh 4= 9l9lon kA gl =
Variable Patients (n=124) Boleo 747} 3 g%g} 33.9%% 3ol
DCR (%, 95% Cl) 80.6 (72 6—87.2) . o
mDOR (95% C) 1 (69-NE) 6. 87H J°1“ th 08 OP%I“ 12.57
mPFS (95% Cl) 6.8 (5.1—8.2) o] ME}(Table 3). 2729} ey =
05 (95% Cl) 12.5(10.0-NE)
ZAQ o ye o]zl o o
Treatment related adverse event (n, %) A8 69,8704 =2 Uﬂ] 15
Grade 1 0r2 62 (49.2)7 grade 3 (19.8%)2} grade 4 (0.8%)2]
Grade 3 25(19.8)Y

kg o] SRlEilch, 7H B3 Hatg

© M ogdom 7 9 QAT 7
Modified from CodeBreaK 100, phase 1/2, NCT03600883. - = ]-(31‘7%)}‘)\ Eﬂ’ 9] U‘L]- b

ORR, objective response rate; Cl, confidence interval; DCR, disease control rate; mDOR, median duration of response; NE, could not be 23] 27} Zo o= o]l
evaluated; mPFS, median progression-free survival; OS, overall survival. T ] o ]- o ] -1 HE ]""EH44]‘ E
“Diarrhea (27.8%), nausea (19.0%), transaminitis (9.5%); “transaminitis (11.9%), diarthea (5%); “dyspnea (0.8%), pneumonitis (0.8%).

Grade 4 1(0.8)?

3} 2| European Society for Medical
OncologyollAl 571 28 7] o]
oA+ 40,7% ORRY} &7 12.37§¥€ 2] mDORES &3l

olglom, EA KRAS G12C E¢lHo|E 714 A&

sEa| o] ARITtaL A QIeH43], KRAS G12C =4+
ol HlaAaH| oA 7 53F KRASHIO| =, KRASHO|

9] 41%7} KRAS G12C E¢Ho|E 71X 11 Q)= Ao & kel A= AP H Ao A] sotorasibd} docetaxel

EH19]. KRASE WA Wi T B0l Bofshz RAS B|ws}7] $18t 34 ¢17H(CodeBreaK200, ClinicalTrials,

A} 2 2 A GTPase (guanosine triphosphate)2} 2% gov identifier: NCT04303780) X sotorasib¥} T}2 o]

sto] Alaz Zolet F4, AE Bl 4155 Adshe IS 2] oAlETke] el tigh A (CodeBreaK101,

WET} o] ThlALL N E vl Q= AAF AT E S ofo g ClinicalTrials,gov identifier:NCT04185883)7} Z3§=]|ar

st GTP 24 /AJHiet GDP HIZVd AHiE 27 Al= Lol HF7F FEETHTable 3) [44],

e 2= 4155 Hllth KRAS G12C sdHo7h

Ak 2] Fej o] KRAST} 9ASHA =of 21 Axte GTP

23} KRAS?] 7} HJAARA 0 & Zolz] 1 A3 AJApo] Tt MET

ARLE 2ot FUME SA W S R4l
i}

Mo oM %
% +
o
r

153 KRAS AAAIE /dstes Al Woror; a4y 1. MET 0|
5 24 wAYSo] el A 97t 2ot #8E MET+= 7HAI2E 4373 1AH hepatocyte growth factor)]]
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gt 484 Elo]ZAIQ1AKSHE A (receptor tyrosine kinase,
RTK)E Y3slels Qurerg-A A} proto—oncogene)©]th,
METZ ufjo} g, 22] A B A 2ol Tolsi,
MET ZZ(amplification) |t} & & Ho|(point mutation)
o 25 METQ] v]A/d2el &3tz Qlsf 47t =4
A GO NS4 B WA, AlofER] e AlE2SA
o] doju} thekRl 3 9] o S = Qlek. ol MET
ol F MET 9 14 AYF7] =dHC|(MET exon 14
skipping, METAex14)i= B|2A|ZH oA < 3%5 24|
sk, T0A] ool FHEEC] =& Ao ® A QlrH45],
¢k FollA MET W0l 882 =4 ey o7}
FA| ghot A=A o] gt Aol AdeAQl MET-
TKI AAI] 2He] ' (capmatinib) ¥} B £ E] | (tepotinib)©]
2020113} 20219l W=+ FDACA METAex140] Q= |
aA | 2] Tl @ o & ARESHER 5lE Q.

Jow

2. Capmatinib (Tabrecta; Novartis)

Capmatinib®] F%53} SFAL 24) A5 GEOMETRY
mono—1 (NCT02414139)ol4 H7}=Qch &= 9779
METAex14 H|&A|ZH|F A7 RYEQlon| 3pA o
£ ARE W2 AT EM=69)¢} o]l ARE WA
ADEM=28)8 /=] UrH46]. T2 400mg 8F9)
8313t Ay} o] -
A =g W2 A] 27} o4 QO F capmatinibe AME-
3t 3Ex}tol| A ORRE 41%, mDORS 9. 7710 qlc), A
2 o] 9= METAex14 B2} ORRL 68%, mDORS
12.678€o] 3k, 7Pd &3t o] kg WRHEF(51%) %
QAA5%)0130m, ]9 AlgaA] F7F, TFtet, deid
o) =7 Ae-f 4 (alanine aminotransferase, ALT) 57},

HE 58 Hskgioh

capmatinib& dFFo] & H

3. Tepotinib (TEPMETKO; Merck)

Tepotinib®] &%53} PPAL 24F ¢4+ VISION (NCT
02864992)0l4 H7lE]glom, & 152989 MET Aex14 H]
aAEEFQF 27} o] 2| mef Adagle] A E ATHAT].
SRS 1Y 13] 500 mg?] tepotinibe E-85F3ich A
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2ol 4] ORRS 46%%.2H, mDORS 11, 17§¥o]9ic}
FR FREL BRHE(63%)019 01, ©41(26%) A
(229%)7} 11 theog 2 Hzk8o|9t}

Rearranged During Transfection

1. Rearranged during transfection 0|

Rearranged during transfection (RET)2 A174A 2 Al
7] A ol et % g (transmembrane)
RTKE ¢&slsh= Q-2xto|th48], RET -8-3Hfusion) H]
aA 22| 2EREE] 1-2%001 4] WA Sk SAHol= 2 4
< oA, HIEAA 2 g AFelA Bleo] & Ao®
deA Slth RET 5% 4 vl ZHef 2= =4 o]
QIFol a1 o5 7F FA] ot FAAF BolA EAA=A
7] Fa/do] tiFEglom, RET SAIA|Q] Au7ed
(selpercatinib)t ZHA €] (pralsetinib)o] 7HiH=]o] FDA
SUE A

2. Selpercatinib (Retevmo; Lilly)

Selpercatinib> #-s¥ dAFAHL 1/24 A+
LIBRETTO—-001 (NCT03157128)°l|4] H7}=|3lom, o7
of Ma7]Rk 3fet o AwE W 10578 SRk A=
S ] R 399 St o= ofA AYkE Bkt
[49]. A-+27} o]Hef X525 Bk gt A] ORR 64%,
mDORS 17,5710l e, A& o] gl Aol =
ORR 85%, mDORS EE3HA| 3519, 671 AJF o)A
907 A REg-E-2 Rt HAH48%)7} 7P &3t F2k8
ojlal, 7 Az, ALEY, okiutEAlOI| LT A A
(aspartate aminotransferase, AST) 2] Al50] 8 &
Ago|qie, 3a FAole LEY W ALT 4] 717t
QP QA

3. Pralsetinib (Gavreto; Blueprint Medicines/
Genentech)
Pralsetinib®] &%53} ¢FYAL 1/24F A3t ARROW
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(NCT03037385)0l14] H7kstgom, ol el 2|52 whe. 87
W Aol AR WA SRS 27HO] ExelA] Bt
[50. ollol] Wig7|uk 8t} 2L ke Fhate] 49 ORR
© 61%9101, DORS Fagte] =2ah watgiet, A7
Aol ghis B0l ORRE T0%13L, mDORS 9,074
o 9iek. AST 2] AR5(U0%)0] 7P Bt olhikgol i,
ALT 53] A%, 53T gagol 34 Ragollt. 35
F ool FAgL BET 4% 9 wusk vdo] uw

=ik,

2=

2 e 2ste] AAIAA Q] Tl a9 A
olct, oF =oll A 71 &3t H|eke] ofFe A

HolE 7L e AU, Al=e] ANEEAL Rl

=2
Jo
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i
N, o
[
)
=
ox
o
o
)
|o
i
o
Kl
pacs
O
©
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Mo
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