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W& e B
AACR American Association for Cancer Research
ALK KbV N EXF—+F (Anaplastic lymphoma kinase)
ALT 77=7/) 7 A7 =27 —E (alanine aminotransferase)
AST TANRTGXUEET I ) 8T A7 27— (aspartate aminotransferase)
ATP 77 )= W (adenosine triphosphate)
AUC A P FE I AR T FS  (area under the plasma drug concentration-time
curve)
0 BEI2 5 12 BE £ Tl 2 fE—FF R #hHR T iifE  (area under the plasma
AUCy.12 L ) .
drug concentration-time curve from time zero to 12 hours after dosing)
AUC 0 FE[ 2> 5 24 BER £ Tl i 2 R #i8R T iifE  (area under the plasma
0-24 . . . .
drug concentration-time curve from time zero to 24 hours after dosing)
AUCq00 0 RFFH 72~ & HEFRIGF ] S CAHMA L 7o i i B - IRp [ it T f (area under the
plasma drug concentration-time curve extrapolated to infinity)
BCRP FLJE i 4 > 72X 2 (breast cancer resistance protein)
BID 1 H 28] (bis in die; twice in one day)
BRAF B-Raf proto-oncogene
CBR FER~<% 7 1 > F3 (Clinical Benefit Rate)
CL/F BT U7 A (apparent oral clearance)
Cmax e AR (maximum plasma concentration)
Crin BARMAEF IR (minimum plasma concentration)
CNS XS R (central nerve system)
CYP F K7 v — 2 P450 (cytochrome P450)
DNA T A ¥ U AREiEE (deoxyribonucleic acid)
DOR Z22h#AM  (Duration of response)
EAP JERT 78 A7 v 77 A (Expanded Access Program)
ECsg 50%A%hiEAE  (half maximal effective concentration)
ECOG KE H AR L [FMFSE 7 v— 7" (Eastern Cooperative Oncology Group)
EGFR FR R ER 525K (epidermal growth factor receptor)
eGFR HEFLRER RS & (estimated glomerular filtration rate)
EMA KRN EFE LT (European Medicines Agency)
EORTC European Organization for Research and Treatment of Cancer
FDA 7 AV A EMERLF (Food and Drug Administration)
GDNF 77V 7 KRR H R 2R [K] 7+ (Glial cell-line derived neurotropic factor)
GENIE Genomics Evidence Neoplasia Information Exchange
GFL GDNF 7 7 X U—VU %> F (glial cell-line derived neurotropic factor family
ligand)
GFRa GDNF 7 7 X U —5 %K o (glial cell line-derived neurotrophic factor family
receptor-a.)
ICsg 50%FHE PR (half-maximal inhibitory concentration)
JAK-STAT X X j’r.‘j“—'TZ\‘-STAT (Janus kinase-signal transducer and activator of
transcription)
KRAS KRAS proto-oncogene
Loxo £t Loxo Oncology, Inc.
MAPK MAP % J—+ (mitogen-activated protein kinase)
MDRD modification of diet in renal disease
MedDRA ICH [HPEEFHFESE  (Medical Dictionary for Regulatory Activities)
MKI ~ LV FFF—EFHEH (multi-kinase inhibitor)
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ARV F =T 2.5.1  BALBASE DR
W& e B
mRNA A &Y% —RNA (messenger RNA)
MTC FRIREBEAREE  (medullary thyroid cancer)
NCCN National Comprehensive Cancer Network
NSCLC FE/NHRE AT (non-small cell lung cancer)
NTRK PRSR BN FSRIRT 1 v > % F—+E8 (neurotrophic tyrosine receptor kinase)
ORR Z22%h#  (objective response rate)
0S 24 (overall survival)
OSAS LRV R SAEH 21K (Overall Safety Analysis Set)
PBPK A SEY)ENRE  (physiologically based pharmacokinetic)
PD-1 Programmed cell death-1
PD-L1 Programmed death-ligand 1
PFS e AR AL P AR (progression-free survival)
P-gp P-BE % > /X7 'E  (p-glycoprotein)
PI3K RATZ 7 FVNA ) h—-3-FF—E (phosphatidylinositol-3-kinase)
PK HYEhRE  (pharmacokinetics)
PKC 7u7A*xF—+¥ C (protein kinase C)
PS performance status
PTC FRAR IR FLEESRE  (papillary thyroid cancer)
QD 1 H 18] (quaque die, once a day)
QLQ-C30 Quality of Life Questionnaire-Core 30
QTc #HIE QT [EIlE (corrected QT interval)
QTcF Fridericia V£ % I\ 724 1E QT [#%  (Fridericia’s corrected QT interval)
RANO Response Assessment in Neuro-Oncology
RECIST Response Evaluation Criteria in Solid Tumors
RET rearranged during transfection
ROS1 ¢-ROS oncogene 1
RP2D 55 MARHESE & (recommended Phase 2 dose)
RTK TR TF 1 % F—E  (receptor tyrosine kinase)
SMQ MedDRA #E#Ef# 5 (standard MedDRA queries)
SPP H—yBR5~" 2 b 2—/ 1 (Single-Patient Protocol)
treatment-emergent adverse event : IREBRIEDFR GBI IZA U2 b L <IEHEALL
TEAE oo HHPLMFELLRVER EOTE L, X7 L IR & ORI RBEN
HOEDNR b DDHZETRT HDTIERY,
t1/2 V=080 (elimination half-life)
TFFS Treatment Failure Free Survival
tmax Feren MUE PR E 2R (time of maximal plasma concentration)
TTR Time to response
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25 ERERICEAY A MLHEETE
251 HEHRAFEOIRR
2511 RETEGFEEIZOLT

RET 1%, Bl ONBEERR R O IEH R R, AR OFREAERE, RPN sk, 18 i &
OVEEPE AR FE AR S % 3 Te B D FE ORI OHEFFICE E /%24 5 RTK T&H % (Drilon et al.
2018) .

RET I3 E @B O R[IK S /87 TH Y . RET E\in1355 10 ek (V10ql1.2) ([ChiET 5D

(Mulligan et al. 2014)

IE% 72 RET OIEMEALIZ, 4 FEO GFLO Y Ho 1 AT H 2 LItk > ThhE %, RET I
fihod> RTK &322 0 | s s 2 U H» FICEER G LRV, bV IC RET ORZR/EKTH S
GFR a DIEMEIZKTFT 5, GFL & GFR a EERDOHMIZ L > T RET A&k 7T 25 &, RET D
FEN RAAL > OFa s EREOACY VLRI, SEWTEERY VTNV RET ¥ S X —
OB, WONHIRR I B 59 5 KO v 7 v imiERE (MAPK, PI3K, JAK-STAT MOV
PKC %) OinMAb23# Z % (Drilon et al. 2018; Bronte et al. 2019) .

RET %, Hfi<CHRBOMEMES ¢ il PO EFMBETLRAL VDI EEZLND

( Fabien et al. 1994; Human Protein Atlas [WWW]; Cote et al. 2015; Lindahl et al. 2000; Ramone et al.
2019) . F7=. EURIBOIER 78 ¢ #ifid Tl RET-deficient mouse % i\ 7= 35k CHINaEL D ER 4y E’Jiﬁ
DR, RET OIZHIKTH 5 GFRa-deficient D/ v 7 77 k<~ 7 A% = 3258 THARC
FHANY h=r ORI ERHE SN TEY . BENITIEIARHTH 2D IEF ¢ r’sﬂiﬂ@h%b\T
BTSN ORRIZEEG L TW\Wb & E X Hisd  (Lindahl et al. 2000; Lindfors et al. 2006)

RET O¥¥EMEIE, NIH-3T3 il DNA OFAERIC K D EIREAFEI N2 L2k > TH)
D CHERR S 4172 (Takahashi et al. 1985) . LUK, RET A1 O EE D 57 2tk ok
DOIEE TR S 4L, RET 28 FOEORIEIZEAL L TWD, T72b6, BIFKRD N7 A4 —i&
fRf& UTHEREL TV D Z E R BT/ »> TV D, RET OIEMELIZ, EICLLTFD 2 >OEFIC
XoTiEZsEEZHND (Drilonetal 2018)

(1) RET X F—8B RA A L= F—%2 7 (CCDC6, KIFSB, NCOA4 72 L) O #
BIERAALBEETHZEICLY, VY FIEKAFETEEICE T —EB R EHE b L2
WRBIZ 72 2 e KR (RET B s TRl E)

() % T — U EHE AR T S % SR (RET RS T2 R)

25111 RETEGFOEHE
251111 RETR&EEEZFEEDRE
KA N—¢ LTOREERT

ALK, ROSI, NTRK 2 ETHRHND K9 IZ, BInFOME IR O EZERFIKO—>T
&%, RTK Th D RET & =2— N4 5 RET Bis %, Jeafk LT KIF5B, CCDC6 Ein15 & il
AEEZ LIEEAICE, RET ISR LD 7 &b “BIKEk - B2V Vb L.
TWRDO Y 7 AREREE (MAPK, PI3K, JAK-STAT, PKC %) Z{EFEMIZIEMELL, O KT
A= LCRREE R a2 23 2 L AHE ST S (Kohno et al. 2012; Lipson et al. 2012;
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Takeuchi et al. 2012; Oxnard et al. 2013; Drilon et al. 2018) , F72, U FD RN T AV z=w /<7
ADFTRNG . RET G EE I, BEORBE~DOREG K OEEOHER~OEE N RIEIND,

KIFSB-RET ZREBLLIZ b T VAV 2 =w 7 <0 RZBWT, ZRMEOME | Saito et al. 2014
DOIEBLNRD bz,

KIFSB-RET # A L7Zffiflfs h 7 v AY == > 7 <0 AIZHBV T, KIFSB- | Huang et al. 2016
RET OFBLEZ O T & | EOM/NFRD bz,

Bovine thyroglobulin 7" = & — % — % AW THURIRIZ RET/PTCI @il 5 8 15F | Powell et al. 1998;
X RET/PTC3 fMABEIE T2 RBSEL T VAV =y~ T AZBV | Choetal. 1999
T, FURIRALERE O BB O bl

RET G BEFFEE STV 5 RFEAL

RET @& BI5 113, BEKDZ NSCLC, KIGHE. WEMRE %2 b BE DD 720 FURIE S
AR CHERINTEY, oM 2% LT 58T RET A B F O KT A /13—
ELTEWNTWADAEEMEDRH D Z & NEE STV 5 (Matsubara et al. 2012; Davies and Doebele.
2013; Gautschi et al. 2013) , 7235, AFRICEE THRE STV DK CTO RETRE BT DB
PRI, —RICBEFEOZWE TR, BEEOD W ETEWERICH 5720, BEERIIMRD
THBRWEHRS LTS, EEIC, RET MABEFHIEORIIMTH Y . NSCLC D) 1%~
2% (FITHHE) . PTC DF 10% & Sd (8 2.5.1.1.2.1 )  SFFREALOREEHE TL < DR L
fusion partner 23 [FlE S AL TV 523, KFED fusion partner DEG 135 FRIAL THR A Th 5, Bl z
IZ. NSCLC TIIfl&i#E{a 7 & LT KIFSB-RET RZ< & HDTWH DI L, Z OO
DR CIZZ OMABE FZH EV Ao, 2k L, CCDC6-RET X PTC % Offiod
JERENL DT T2 < A 5315 (Romei et al. 2016; Drilon et al. 2018) . £7-. RETHEIEELEF
L. < 054, KO AIZATL D E S5 (Drilon etal. 2018)

RET @& BIRF DEARM

RETEARAEL D & RETITHIISN N DO 7 Funifed &b ZRIKEA - BV VL,
TEFEHNZIEMEL =415 (Drilon et al. 2018) ., RET i&{n 1-1Z%F L CTZ < @ fusion partner 233 0 | B
IRE 4 C 50 LA RET fusion partner 23 [F] € S 41TV % (Santro et al. 2020)

iR 7 — % _X—ATéh % AACR Project GENIE Z i T RET A I FICHOWTHZR LI- &
A, FRRER, LR, KRG, MiiZe EREA IREAL A )RS & LT, oncogenic X & gain-of-function &
END RET MEBIEFHHE STV (R 251-1) ., ZOXIZ, RET A8 2675
BRI, BRA IR 2 i3 & L CHRIE L TV D,
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& 2511 BRETRE SN RETMEEIGF
Cancer Type Protein Change Clinical implications Biological effect
Adenocarcinoma of the RET-CCDC6 Oncogenic Gain-of-function
Gastroesophageal junction
Adenocarcinoma, NOS RET-CCDC6 Oncogenic Gain-of-function
RET-NCOA4 Oncogenic Gain-of-function
Anaplastic Thyroid Cancer CCDCO6-RET fusion Oncogenic Gain-of-function
Breast Invasive Lobular RET-CCDC6 fusion - Oncogenic Gain-of-function
Carcinoma Archer
Cancer of Unknown Primary NCOA4-RET fusion Oncogenic Gain-of-function
Cholangiocarcinoma RET-NCOA4 Oncogenic Gain-of-function
Colon Adenocarcinoma NCOA4-RET fusion Oncogenic Gain-of-function
RET-CCDC6 fusion - Oncogenic Gain-of-function
Archer
Diffuse Intrinsic Pontine NCOA4-RET fusion Oncogenic Gain-of-function
Glioma
Disseminated Juvenile NCOA4-RET fusion Oncogenic Gain-of-function
Xanthogranuloma
Erdheim-Chester RET-NCOA4 fusion - Oncogenic Gain-of-function
Disease Archer
Glioblastoma RET-CCDC6 Oncogenic Gain-of-function
Hurthle Cell Thyroid Cancer CCDCO6-RET fusion Oncogenic Gain-of-function
Large Cell Neuroendocrine RET-KIF5B fusion Oncogenic Gain-of-function
Carcinoma
Lung Adenocarcinoma KIF5B-RET fusion Oncogenic Gain-of-function
CCDCO6-RET fusion Oncogenic Gain-of-function
NCOA4-RET fusion Oncogenic Gain-of-function
Lung Neuroendocrine RET-KIF5B fusion Oncogenic Gain-of-function
Tumor
Non-Small Cell Lung RET-KIF5B fusion Oncogenic Gain-of-function
Cancer CCDCO6-RET fusion Oncogenic Gain-of-function
Papillary Thyroid Cancer CCDCO6-RET fusion Oncogenic Gain-of-function
NCOA4-RET fusion Oncogenic Gain-of-function
Pleomorphic Carcinoma of RET-KIF5B fusion Oncogenic Gain-of-function
the Lung
Poorly Differentiated Non- RET-KIF5B fusion Oncogenic Gain-of-function
Small Lung Cancer
Poorly Differentiated CCDCO6-RET fusion Oncogenic Gain-of-function
Thyroid Cancer
Rectal Adenocarcinoma RET-NCOA4 fusion - Oncogenic Gain-of-function
Archer
Signet Ring Cell RET-NCOA4 Oncogenic Gain-of-function
Adenocarcinoma of the
Colon and Rectum
Stomach Adenocarcinoma CCDCO6-RET fusion Oncogenic Gain-of-function

W&3E : NOS =not otherwise specified, RET = Rearranged during transfection.

BRI & L CiTbiuiz NGS gl o H CRIE Sz RET @A 1220 T, Project GENIE % IV TR L7= (2020

8 A 28 HIRE)

751 : Project GENIE ¥4 b C Study & L TR L 7= GENIE Cohort v8.0-public {2 & ¥ . RET THFE L.

Mutations (X C Other %384 L, Fusion 3R L7z, FKH [Clinical implications] .

IBiological effect] 1.

OncoKB TOFHIETH V. ZHNFH Oncogenic % O} Gain-of-function & FFAl & 4172 6 O & 70l L 7=,




LY3527723 2.5 FRRICBE T 2 BEEREA
AN F =T 2.5.1 B BAFS ORI

25112 fE#
NSCLC D%

JlifeE X B R BHEERE CTh Y . R TR LBEROZVEDO DO TH D, 2018 FITaH
THIIOE LB SN BE DS b, fiEEE TN 210 TA (11.6%) = 5H 5, £z, 2018 4F
DOHFROPEIZ L DETERD OB, MEIC L D EHEEITHN 180 T A (184%) THY , HE)HE
BZAED FEROHE 1 L TH% (GLOBOCAN 2018) , [ENZAAAMIEE L ¥ —IZ X it Tk, H
AKTO 2016 FEOMFEDORBENIN 127 5 FATHY . K, BEICRNTE I THDH, H
ARTOMFEIZ LD CHEFIL2018FITHN T H 4 TATHY, KHLZWERETH D,

JEFEME RS DK 85%7% NSCLC Th V. T « HR UTEBEBMEOFRTHRALEIND = kb‘i%’?b\

(Riess etal. 2013) . F7-. NSCLC Z R L TW\AHITE A FOEF L. #ITH., UBRRE. &

5 FBIOAELFRN 10%0 5 1% KO FERARNBO 51D IV HTHS (Planchard et al. 2018;
ACS 2019) ,

251.1.21 RET @& EnFEHEDE

RET @& BIRFBYEDREITMTH Y . NSCLC OFJ 1%~2% (FIZHE)  (Drilon et al. 2020;
Kohno et al. 2012) . PTC ®#J 10% (Cancer Genome Atlas Research 2014; Kato et al. 2017) & &5,
SHIT, FEFINSVR, Zothoiikm ko CRGRE. W, FUmE, 180 E i EERME B i
Wi7pE) THRER I TS (Ballerini et al. 2012; Lipson et al. 2012; Takeuchi et al. 2012; Bossi et al.
2014; Stransky et al. 2014; Le Rolle et al. 2015; Kato et al. 2017; Drilon et al. 2018; Paratala et al. 2018) ,

[EINTIE, 2013 45 2 A5 2015 4F 3 H 12 EGFR AR EMEOHETT NSCLC B3 1536 il %t Uik
foFids 2 i L2 R R, RET a5 BRI 34 61 (22%) (2@ S T2 (Yoh et al.
2017) . 7z, Nakazawa H23END PTC E# 169 BlOFHTARIC SV CHRA L7 fE 5, RET s
JEDS 48 4] (28.4%) (2788 H a7z (Nakazawa et al. 2005)

Roskoski 513, K[EHT 2017 40 NSCLC K OHUREEIZ 5D D RET 23 BT A /=L ip o T2
DEGE, £2512D LI IHEHIL TV 5,

& 2.5.1-22017 £ NSCLC RUBRKIREIZEH D RET N F S N\— LG o -EZDHBRENE

CKRED
Classification (% of total) Incidence No. (%) with RET m.utatlons or fusion
proteins
All thyroid cancers (100%) 57,000 7900 (14%)
Papillary thyroid cancer (84%) 48,000 6200 (11%)
Medullary thyroid cancer (5%) 2800 1700 (60%)
Sporadic medullary thyroid cancer (3.7%) 2100 1050 (50%)
Familial medullary thyroid cancer (1.3%) 700 700 (100%)
NSCLC (100%) 200,000 2000—4000 (1-2%)

W& 55: NSCLC = FE/)NHEffifidE; RET = Rearranged during Transfection.
Roskoski et al. 2018.



LY3527723 2.5 ERIRIZBE9 HAFEREAT
AN F =T 2.5.1 B BAFS ORI

251122 RETR&EEEZFBEED NSCLC

NSCLC O—#DHEE Tk, RETRA BB TN RI A N—L LTI Z &bt v, RET
AAEA ST 1X. NSCLC BE LT 27 KOV DI BE D 1%~2%IZ78 515 (Kohno et al.
2013; Ferrara et al. 2018)

RET A GFBHED NSCLC B Tid, K 20%~50%IC MR ARD 5N TRY . Bbh
NSCLC B#E 2K L R DOEIS TH 2 (Fenske et al. 2017; Drilon et al. 2018) .

RET @413 EGFR, ROS1, KRAS 72 LD KT A N—ZE 8 L ZHH A TH D LB 2 b
TW5 (Bronte et al. 2019)

2512 BEDARE
25121 RET@&EEFHEMED NSCLC

H A TIE RET RGBS IR I T2 0 R A0 FAERIFEITAGR S Tun7any,

W2 AT A BT A 2k D&, IV ] NSCLC (Zxl4 Hia# 5ét & L. EGFR, ALK, ROSI.
BRAF 72 8D R T A N—BB T ERMEZ R T 5 BEE, —RipgEE LTEhZhox - —E
PHEAIDHERE S LTV D, RIAN—BEFERMEREOBE T, 2 RERL (PS 0-1)
7 PD-L1 BtfiflE 50%LL LD BFICKR L TE—KIGE E LTRAaT7a ) X~v 7 HAIILT 75
FHUFIOF A & PD-1/PD-L1 FLEAIPHH . PD-L1 BB 50%AT U RH OB SIIZT T F
FRIFIGE AR A, LT 7 T RBIERRRE S PD-1/PD-L1 BEHI & OO AEESHELE ST
% (AARMET 2. 2019) o BT A —8in 2 RS0 BF O ZRIsEURE (PS 0-2) T
I%. PD-1/PD-L1 FAFANZ L D VERAHERE Shu, MffE SRR X DR REI N TV D

(A2, 2019) , —J5 T, PU PD-1 &/ 7 u—F)LHiiRIE RET @A & s BEmlc s L
TIXEIMENRL D & s STV 5 (Mazieres et al. 2019; Offin et al. 2019; Baglivo S et al. 2020)
RET @& 8 s Bt NSCLC (24 DAEEIR I OIS A S TV D28, £ <13
TOMRTHD (K 25.1-3) . 2B, RET B&EAS TPt NSCLC 17 illZ%t LT MKI O/ F
X =T e LT ENE TR OFE R, ORRIL 53% CThH-7-—FC, MIEEALHIR (PFS)
OFRAEE 47 » HTHYO, FH (FL—F 3 XL 4 OFBEEIE 1% LUFRER) | &iiE

(58%) . =FEERREE (16%) . QTR (11%) 2 EOHEFFRRNMRE I TS (Yoh et al.
2017) o ENTIENCTZ =7 %5 RET GBI FBMED NSCLC 2406 « iR & L TR S
TV D MKI 1E720, L7eA > T, RET @E 8BS FIHMERIC LTREENmS, I mng
MEZ R L, off-target DRIV 70 S FAEMED S WFERIOBIR N EIR LOT v Ay N AT 4 =
— AL LTIFET %, 728, KE NCCN O NSCLC DH A KT A > TiE 2020 5, 17001 75k
DFEFICIHS & | RET $8EBED NSCLC O —KIGH & L CTEAILIF =770 preferred 72 1H7%
ELTHERES NS K 917~ 7= (NCCN 2020) ,
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& 2.5.1-3 RET R4 & E=FE1ED NSCLC IZx 9 SRR B D AEME

Pl BilEk ORR PFS (O}
B A V) T RE tRfE
(95% 5 RIXH) (95% 5 RIXH)
Platinum doublet 79 40.5% 8.7 % A fe#za L
(Nosaki et al. 2020) (72 L) n=71
Pembrolizumab 6 o B L
(Nosaki et al. 2020) (1stline) 16.7% 118 »A4
Pemetrexed-based 22 o
(Shen et al. 2020) (1stline) >0% 9241 264 # H
Non-Pemetrexed-based 18 o n=38
(Shen et al. 2020) (1stline) 44% 5247
Pemetrexed regimen 18 45% 19 % H NR
(Drilon et al. 2016) (14/18 15t line) n=11* (12-NR) (24-NR)
Pemetrexed/platinum 4 e Hl7e L
(Song et al. 2016) (1stline) e L 7545
Platinum doublet 84 51% 7.8 # A 24.8 # A
(Gautschi et al. 2017) . (38.1-63.4) (5.3-10.2) (13.6-32.3)
(I line) n=65* =70 n=70
$LPD-1/PD-L1 Htif 16 6.3% 21 %A 213 % A
(Mazieres et al. 2019) (2 2nd Jine LAK) =70 (1.3-4.7) (3.8-28.0)
# PD-1/PD-L1 Hifk 13 341 H 7 L
L 0%
(Offin et al. 2019) (1st line LABF) (2.1-5.6)

%58 NR = AREIEE; NSCLC = FE/NHilafifigg; OS = 2/E 77 HiR]; PD-1 = Programmed cell death-1; PD-L1 = Programmed
death-ligand 1; PFS = &4 HEE 77 11[#; RET = Rearranged during transfection.
* 1 ORRIZDVNTEHI ATRE T do o 7o SEBIER

2513 ERLOREHE
RET @& B = FBtED NSCLC

EGFR. ALK, KOt ROSI 72 & R 7 A N—BI5 1 ~OIEREANONRAEZBRET H L RIREYe
RET En IR ERID RET @A B 5B NSCLC B 125 LT, 1RIRT A 2ohb &8
FREEL D bR E LT AReENH 2 (F 2.5.1-4) . RET A Eis 1-BPE NSCLC 12x3 %
BRI EANIEN CIEBRF R TR, RIAN—BIETERPER SN0 5T,
RET @& 8 st NSCLC 1% NSCLC BHEZxR L LIEERREEZ T TR . ARk
ORISR OE CTHoTIEenWeE B2 bivd, LR -> 7T, RET féEEs 1Pt NSCLC 0=
FNNTIRR T A b b3, BRRT VA Y AT 4 WV =—ANFIET D,



LY3527723 2.5 ERIRIZBE9 HAFEREAT
AN F =T 2.5.1 B BAFS ORI

R 251-4 fEDETA LS540 2019 [SRRBEEN TS RS A N\—BIEFEEEREBMEDIE/N
HMREMEEIZx 9 & E SERRER D AR

RIGIE/ | +H i FA KA RR B ORR PES OS
R (95%{548 e fiE A fE
X fH) (95%I5HEX | (95%(5#H
i) X[#)
RIGIEE | 3 AT ANF =T EGFR J&{5+Z % (19del or 80% 189 % A 38.6 # H
FLAURA L858R) 51k, IVH] NSCLC (75-85) (15.2-21.4) (34.5-41.8)
(Soria et al. 2018, (279 1)
Ramalingam et al.
2020)
RIGIEE | 3 FaxF =7 EGFR #5725 %2 (19del or 75% 147 %A 34.1 5 H
ARCHER 1050 L858R) b5k, TIB/IVH (69-80) (11.1-16.6) (29.5-37.7)
(Wu et al. 2017, NSCLC (227 #1))
Mok et al. 2018)
KigE | 3 FI4F =T EGFR #5725 %2 (19del or 72% 924 A 26.8 n H
ARCHER 1050 L858R) B, IB/IVH] (65-77) (9.1-11.0) (23.7-32.1)
(Wu et al. 2017, Mok NSCLC (225 #1))
et al. 2018)
R |3 TIrF=T EGFR {525 B, 66.9% 11.0%H 23.1 %4
LUX-Lung 6 IIB/IVE] NSCLC (242 1) (9.7-13.7) (20.4-27.3)
(Wu et al. 2014,
Yang et al. 2015a,
Yang et al. 2015b)
FyagE |3 nF=7 EGFR J&{5+Z5 % (19del or 83% 13.1 %A 2285 Hs
OPTIMAL L858R) [Pk, HIB/IVH)] (10.58-16.53)
(Zhou et al, 2011, NSCLC (82 #)
Zhou et al, 2015)
RIGIE/ | 3 TLIF=T ALKEAR - HEEE RS, PS 0-2 92% 34.1 5 H NE
BETAHE J-ALEX DIIB/IVHINSCLC (85.6-97.5) |  (22.1-NE) (NE-NE)
(Hida et al,2017, (103651
Nakagawa et al,
2020)
KigE | 3 TLIF =T ALK R T-H R E, PS 0-1 82.9% 34.8 % A NE
ALEX DIIB/IVHINSCLC (76.0-88.5) | (17.7-NE) (NE-NE)
(Peters et al, 2017, (15241)
Camidge et al, 2019)
g | 3 IS F =T ALKIE = THRFEG M, PS 0-1 74% 10.9 % H NR
PROFILE1014 DIVHINSCLC (67-81) (8.3-13.9) (45.8-NR)
(Solomon et al, 2014, (172451)
Solomon et al, 2018)
FpEE |3 IV F =T ALKE = T-HREE G4, PS 0-1 87.5% 11.1 %A 28.5 % A
PROFILE1029 DIVHINSCLC (79.6-93.2) (8.3-12.6) (26.4-NR)
(Wu et al, 2018Db) (104451
Rk |3 Y)F=7 ALKIE= T #5451, PS 0-1 72.5% 16.6 % A NE
ASCEND-4 DIB/IVHINSCLC (65.5-78.7) | (12.6-27.2) (29.3-NR)
(Soria et al, 2017) (18961
ESCUAN IV F =T ROS LEHA T B PENSCLC 72% 193 51 514711
B 1505 PROFILE1001 (5344 (58-83) (15.2-39.1) (29.3-NR)
(Shaw et al, 2019)
ARG | 2 IV F =T ROS & {5 - HHEBE4ENSCLC 71.7% 159 %4 3255 H
RIS (Wu et al, 2018a) (1274) (63.0-79.3) | (12.9-24.0) (32.5-NR)
ESE B7577 =T BRAF V600EE (R 122 S [ 64% 14.6 5 24.6 5 1
+hIATF =T IVHINSCLC (46-79) (7.0-22.1) (12.3-NE)
(Planchard et al, (364)
2017)

i 0 ALK = &bV > X[ F—F, BRAF = v-raf murine sarcoma viral oncogene homolog B1, EGFR = L FZjik
ERTFZ 7K. NE=not estimable, NR = not reached. NSCLC=F/ s, OS = 24ATEWIN] . PFS = fEHHE
A FHI]. PS = performance status, RET= Rearranged during transfection, ROS1 = ¢-ROS oncogene 1.
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2514 BIRILAF=TIZIDNT
25141 EwILRLAFZTOHH

YA B F=TE, RET OT T ) =V VB (ATP) FEAENL 2B iAMICET D X 5%
FFENTRS T THY . RET I L GREIREOSWIHERITH 5, BIs THH % RET IZXT 5
BANVDF =T OREFEE.E ., TTROT v A %2E2HWTHIE L, B4R RET 12475
ICso fEIX, IKIREED ATP FEF T 040M TH Y, LV ERETHLAEHMEE (1mM) O
ATPFAE FTIEL 17.30M Th o 7o, EHTANZ L, BA-UL A F =713 V804M, V804L, MII1ST,
A883F X S89IA ZE R A 5 RET 1T L THmN 7R HEEEZRFF L, £ D ICs fEITWV T4
H AR RET IS % ICso D 4 (5 LANTdh o712, F7=. BV I F =7% KIF5B-RET @&
a1 Z3E A L7- HEK-293 #ifE (ZH7 L. VS04L £ H ik v80aM A& 1) A ONZ MII1ST
ERAZHT D HEK-293 fifldTH RET OV VLA HE L7z, EHIT, RETBInTFERD 5T
a2 A9 5 4 FEOMEE (CCDC6-RET @& Bis -2 %84 % NSCLC A4 Hik LC-2 fllfia,
CCDC6-RET @& inf 23 8l4 25 PTC & Mk TPC-1 #ifid, RET C634W AREIx A2 HT 5
MTC B Hk TT #ffu f O RET M918T A 54 H 9 % MTC B4 H2k MZ-CRC1 fifla) (ZxfL., &
NV F =7 in vitro THIFDIGFEIR FEIS A R L, 50% A 20 E (ECso) fEIZVF41DH 10 nM
K T 7= (Subbiah et al. 2018)

FERRRFRBR DR RS B~V F =7 HAERISMIERBE M 2 R w Re R 3R R IR 2 &
DR SN TS, HiliRD 329 FlfHO X F—F (RETLSN) T yvvAREZHNTEAL DT =
TOMEMEREZBRF LR, MLz —P oIl A E (98%) LTt hOE/ER RET
2k LanhisiRE 250 5L ) 2R L7z,

YNNI F=T1E, B 7 RET IRIFMENEEE 7 L CIEB ORI A HET 5 Z LR ENT
W5, TEFEIICIEMLIREBICH D KIFSB-RET G & /37 3 BLL CWAH Il 2 BE L~ v
AT, BN AF =T OHEBEROES2X D RET O U U2 HEERFICEH Sh, 18
2 HOFL TGN E L LESNZ, BB F =70 1 B 2 BOKRAKGICLY,
V804M AR (EHEMMIEE L7253 [/ —hd—r3—) BRT, REKRTELDAREEND D)
ZH 9 % KIFSB-RET R AL RO & HE S e, £72, A~V W F=71% RET &
LR (Bl 21X, CCDC6-RET @& {s 1Bt NSCLC, RET-C634W MTC) # A3 5t N
HIRRR, W ONC CCDC6-RET @& oMtk 2 FE¥E O B HRIEEM 2~ 7 2 ICBiE L=
7V [PDX (56 1 fEiE, PL RET {EMHE AT 5 MKI 3§ 2 EEMmHEL B v8oaM [itk) 1 T
O REIEEHEGE & P L7,

ZOXHIZ, B AF=T0F, LS RET (RET @G K OEROMST) ITKF L,
HINAIBEEA & LT in vitro X OV in vivo IEHEEHF T 5 Z LRI NLTWND, FOREEEET S
&L AUV F =T, RET @A EE 7B D NSCLC, RET @A EAS 1-BhiE O FUR R
RET BT RGMED MTCIZHEZ CTh A [REER H 5,

2515 wIRLAF=ZITORFEOEE
TNV T =7 OGERBA%EIX. Loxo Oncology, Inc. (LT Loxo #1) 12Xk~ T 2017 4 H (2
Pip S 47z, Loxo thITMESMZ I\ T RET RGBS FIHMEDET . RET s 55D MTC

KOOt RET WEMAVIEL 2 %5 & U7 [ERR LIRS VIILAHRRER CH 5 17001 iRz B4 L. H

10
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AT 20 FA cxEB s (%S PHEER. E3E5 I ) iz, 20l
T A LVRBRERMG LI, 2Dk, 2019 4 2 AIZA—FA4 VU — T2 K-« ==
Loxo fhZEHINL7=Z LI2k W, BAALA—FA4 VU —MASHPNARIZB T LBV~ VI F=7
DEBHFEEIT) Z &2 oTz, 20194 6 A 17 BIZT —X B v A7 %7V, 17001 REROEE
VI AR/ S— b DO BIF R RAN G LN Z E D, 2019 FRISKE R OB TERHFEEZITV. K
[E Tl 2020 4F 5 AIZAGRZ TS L TW\W5d, HARTIE 17001 5RO H 1m¢@v—ﬁ@£mmwf—
Z 7y NAT % 2020 4F 3 H 30 BIZATV., BEFRRRPG LN Z Ene | SEARGE AR H 6
TTHOICE-T=,

B, KnBIZOWTUL TORBRNEITHTH S,
SPP (#fF5%) EAP (HAZETP)
- FDA K OMUE OIS i, £ O 755 5 R R R O 1R EFE AR B & L OV T B
ZEENFEBENOIKR L T4 BlOWERE %2 SPP IZBGERTHZ L2 XL, Zhbo
7'u b a—)L G, EhEF IR OB FEIE AT SR o TR T S b [
BEICIENT T X9, 1RBREATERN UL TEER A HEIE Al J ONBER I OHIBH I X 0 )7 is
PEAGEAR & 7p o TR xR & Uiz,

- IEA72 BEAP OIRBRIENFHE # LOXO-RET-18037 (LIBRETTO-201) (%, #kBR# Y SPP
cgspn e LThbamaes LT, #omEc e a s sns,

o  Efiho/NEiEE (LOXO-RET-18036) (HAZE )

- RET & a1 B 5 Bt O T B XX R RIS 2 A 3 5 /N EE (% 6 » ALL
E21mUT) 2%V~ hF =T O% VI ABEKRRERZ 2019 A (ZBHE L,

o it ® LUNG-MAP 585 (Sub-Study S1900B)  (##4})

- LUNG-MAP &% @ Sub-Study S1900B |%, 7T FFX— A DILFEREIEED & % RET & /x
FRELABEMED NSCLC B3 100 6 2 % G2 Ik ST\ 5, EEFHMIE B (3SR
BESHETO ORR TH Y, BIRMIFEMIEH (X, DOR, PFS, OS., CNS ORR, CNS DOR,
PRGN R = A

o FERirP o [EBILFEE I FERER : J2G-MC-JZIB (JZIB) #Br (HAZETr)

- ARREBRIX, JRIEEO 7\ RET B T A RGO MTC B8 (12l LE) Zxigel Lzt
wAWﬁ%:fkﬁﬁ%y?:fxmﬂy?&:7%%@#6%@%%#%@5%%@
RERCTH D, TEFHEEE X TFFS TH V. HESEFIEILE 400 Hl TH 5,

o Ef o EPRILRE AR : 12G-MC-JZIC (JZIC) #Br (AAZETe)
- ARERBRIX, RIEED 7 RETR G B 1Bt D NSCLC 2 (18l ) #xtgee Lz
YNV HF =T L T T FF AR ONA S L ROOFRRE LT 7 FF 85|,
A MLt REONRAT v ) X~ 7 OO HEEZ L3 5 BE AL IE S E B R
ThbH, FTEMEEB ITTIHEICL D PFS Th v . BEEGIEITL 250 5 TH 5.,

11
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2516 HAHEEBRICHT HEHE
AAROHKILF (BEHEEEASEE) X 2H%E
Loxo #L ([EWNIRBREHE A : EPS A v & —F v a T kX&) 13 20 A xS
(PH) #%EhL7-, ZoxtmbisicsoyC N
. [Sria
x4=>N
e
I = D) L OEE R AT,

ReEa L 20 A oxrmBh s (PHED %5306 L . I
e
I~ >\ TR A O B R A o T,

F7-. Emoxtwis CHED 7 2045 H A B 02 I
I - C . R
HIEMTETH D,

wEAOBEIYSE (FDA/EMA) (x4 5 %
17001 3RERAE B2 AW KR H E5 2B 5 FDA KON EMA & O ERHR A 2.5.1-5 1T,

% 2.5.1-5 FDA R U EMA & D £ EH

R
FDA
End of Phase 1 (EOP1) meeting (Type B) 20+ A
Breakthrough Therapy Multidisciplinary Meeting — MTC (Type B) 200 AH
Breakthrough Therapy Multidisciplinary Meeting — NSCLC (Type B) 200 A
Pre-NDA meeting (Type B) 20004 1l A
EMA
Scientific Advice (Protocol Assistance) 20+ A

W&3E : EMA = BNEESES T, FDA = 7 A U W RMEIEKMS R, MTC = FIRIREEREE,. NDA = new drug
application, NSCLC = FE/INHHfa ifies.

Flo, BOKTIE, LRI oWTH—T7 7 VEERLORRELZZ T TRV, £/, KETIETE
2.5.1-6 |27 ZhHEIZ DU T breakthrough therapy |2 & 5 E S 4L TV 5,

12
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% 2.5.1-6 — 7 7 »EZE&H R U Breakthrough therapy #& 7 $h&E

F—7 7 VERLEERRE e
Treatment of pancreatic cancer (FDA) 2018 4F 10 H
Treatment of RET-fusion positive non-small cell lung cancer (FDA) 2019410 A

Treatment of RET-fusion positive or RET mutant thyroid cancers including poorly 20194 11 H
differentiated thyroid cancer, undifferentiated or anaplastic thyroid cancer,
medullary thyroid cancer, and locally advanced or metastatic follicular or papillary
thyroid cancer (FDA)

Treatment of medullary thyroid carcinoma (EMA) 2018 /-9 H
(FaEH I TT)

Breakthrough therapy ¥& €% FeERF

Treatment of patients with metastatic RET fusion positive non-small cell lung cancer 2018 &4 8 H

(NSCLC) who require systemic therapy and have progressed following platinum -
based chemotherapy and an anti-PD-1 or anti-PD-L1 therapy

Treatment of patients with RET-mutant medullary thyroid cancer (MTC) who 2018 4~ 8 H
require systemic therapy, have progressed following prior treatment and have no
acceptable alternative treatment options

Treatment of patients with advanced RET fusion positive thyroid cancer who require 2018 4 10 H
systemic therapy, have progressed following prior treatment and have no acceptable
alternative treatment options

W35 : EMA = BINESRS T, FDA=7 A U I &MEZSF. PD-1=Programmed cell death-1, PD-L1 =
Programmed death-ligand 1, RET = Rearranged during transfection.

2517 HET—LRvT—T

17001 FRBR O VILFH/3— I T RET @& B 1B NSCLC, RET &ixF 22 E2B5ED MTC
F KON RET B 8IS FBHMEO FURIRE CORME - ZRMEPHER INTZZ Lnb, BRIZEN
T 17001 B &2 FHME R & U CRRHREEITH) 2 & & LT,

SEGREEURIRT — 2y r— V% & 251-T1T77,

13



LY3527723 2.5 FEPRIZBIT HAUFE AT
TN I F=T 2.5.1 BSBAFRE DR
& 251-7 ©ILRILAF = T DEGKRAER
TR | RBREMGEEE | FEhi | AR ARGk FIEL A - RO F 7R A TE H
X4 | 5 Hi i
BAKERBRO—E
2% | LOXO-RET-18014 | ISl | fEEEHBRE A% & LizA bT 245 (Part 1 : 160 mg SD PK. &%
aF =Y 7y E® | 124, Part2 12
FAELAE R i)
LOXO-RET-18015 o | EREERE 2R e LR F R 20 5 160mg SD PK. %4
U7 o bR HER (A
7T —)) OB
LOXO-RET-18016 | yi§4¢ | EEMERE 265 L Lz~ | 124 (Partl:6 | Partl: 160 mg[14C]-t | PK. 224tk
Z v AR f5il, Part2: 6 N F =T
i) Part2 : 160 mg /L2
N F =T ek 1 HLR|
B 5.4% 9.92 ug d[14C]-
BN F =T E
[mlERN 5
LOXO-RET-18017 | ¥k | fEEEHBRE A xR E Lo I &Y 16 f1) 160 mg BID % 10 Hf# | PK, &4
7 L& O AEAERRR
LOXO-RET-18026 | ¥fgéh | fEREGERE x5l Lz Xy | 164 160mg BID % 10 Hf#] | PK, &4
U= K& OMAERRR
LOXO-RET-18032 | ¥k | fEEEHRE A xf5 & Lz 32 il 0Omg. 320mg, 640 mg | PK, Z4ME
QT/QTec FAth 7R SD
BPER R E LTV
71X 400 mg
LOXO-RET-18057 | {fgsh | GEEHERE 2 xt5 L Lz 2 18 /il 27—k 1:320mg, SD | PK. &4tk
P - AN - B RERAL D 7= 27— b 2: 640 mg, SD
& o> Hi [l Bl 2 1 AR 275 — |k 3: 720 mg, SD
LOXO-RET-18022 | st | JHEEBERREHERE 2515 & L7 38 7 160 mg, SD PK. %4
AR
LOXO-RET-18023 WA | B ERRE xRl L 35 5 160 mg, SD PK. %4
AR
LOXO-RET-19075 | #fEsh | fEEEHERE A xR L Lice A& | 204 41 160 mg, SD PK. &4
LV HRERERH (F=FY
V) RO | kR s FREA
(AT T =)L) ORBERR
BARBRO—E
FHAli | LOXO-RET-17001 | [EE | RET &5 1Btk NSCLC, 746 5l (20204 | B IAH/S— b BRWME, e
(LIBRETTO-001) $£[F | MTC J O RET {& 23 Ttk L 7= 3H30RAD v & | A&EL~UL: 20 mg, P, PK
oMo EETEITEEESR | A7) 160 mg QD; 20 mg, 40
FrERABE LI TF = mg, 60 mg, 80 mg, 120
7% N F D E VI AHRER mg, 160 mg, 200 mg,
240 mg, BID
%A S— b @ 160
mg, BID

I35 BID=1 H 2 [A]; MTC = FURRBREIASE: NSCLC = F/Nila iy, PK = S4EiEe; QD=1 H 1 [[]; RET =

Rearranged during Transfection; SD = Hi[a|# 5.,

14




LY3527723 2.5 ERIRIZBE9 HAFEREAT
T HF =T 2.5.2  AIRAIFIZ BT S BEFEREN

252 AEYEFZ(CEAT HHIETE

BASNHF =T OBERRE T v 7T AL, 7L O TR S e, T
TP ERAICTHLENL DT =T 40 KO 80 mg B 7B NAANTFEIR L OUSINA 2B L2k

ZFRE LA TH D,

TRTOBRKRBROMIER L~V F =T REZX, NV T — Il —2008E% T
HE L7z,

2521 ERIREAERFAHA

AN F =T OFEREFRE T 0 7T AT, BLTO 6 DO8F A v,

1. B~V HTF =7 20mgh 7ENLA| (PIC)

2. BB F=T 10mg BT EAK URELR ORINAIZIRE Lo RE R LI 7L
A RS %) ]

AL I F =T 20mg B 7 RAVA] (R E %)

AL F =T 80 mg B S VA] (R E %)

TNV F =T 40 mg B 7 AA] (R E %)

I (1) )

AN Wn B~ W

2522 BIRLAFZIDHEER

AN F=TI2NE 2 DOEAKRYOFEEETE (Form A Y B) BEEISHTWD, JREDOE
VAS Ty A ThHrN., I EECE (I, O LR BTV

) DAFAERE AN F =T DRIRL T PR ICRIFT A, W% L7z PBPK £7 /1
(LOXO0-292-DMPK-053) T HIL 7=, H OB W pH &4 T T 2 DO D PKIZZEITFR
W HNIRoTm, I HIT,* DIFEIX, 7 BAFD in vivo TD PK IZE KA L KT
SRNWZ ERTRI T, uiﬁ% 2 DOREEIIETIR TERA & L TRANE L7 & ZFRERD
PK ZR"T B XD,

15
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AN F =T 2.5.3  FEPREEFIC RS A S

253 ERRREIE(CEY HHETE
2531 HREKEEIOSSLOBW
KEERIEI 7 1 75 A TlE, BEREICH L TEANSA G F =7 22RO R IR E TR T
D LEMERL, BN TF =T HEONEEEMNT o, KT v 7T ATIZLL T ORER %
Gz,
o b NEMFBENE L in vitro 3R
o HARIK OV 5-RE D i R SR B R
o  EWMAERRE (CYPZNT 2MAERET)
o  BHEOPERR
o FpNIZeAEN] (BEERERTENBRE K ONFRERERE BB E) Axigr s LI-iBR
e QT/QTc i¥AfhistEx

TNV TF =T O PRFFEIL, REFEHERE 2 XI5 20 L 7= 10 38R, EEATREI M B 2 x4
ICEEH TH D 13BR, 3 DDOE T VN & O in vitro 35k 12 38R TREAM L 72,

RHEEFREAT S QMR BSOS AT 2 AT AL~V B F =7 D PK A FHIT 5720, UT%
FREt L7z,

o IRFEE L AUMEITLE N ORR

o  HERETHIHEKUHE (AE&HFEFGL*ET)

o EBAAUNIF=TD PK, BEMELOENMEDOT Y RARA Vv MIEEE KIETAiEEOH S

=N
HE &

2532 HEILIAEZRUVAEETE

LOXO-RET-17001 iBg D7 —% (F~ bA7H 2007 W B) ZHv., BEMH PK, EE
T A R R ORI EBAGR DI D E T RN . A LD & 38R U 72 AR O B R R
TOHIERABOEMNITT — X 25512 DICE Lz, KRET AR OMSER, Bifeiettrn 7
7 ANEHERF L72N 6. PR OEERFER T 160 mg BID % 38R~ 2 24 MEDN AT H vz,

F72. 17001 HEER OGN T—% (B> AT H 120194 6 H 17 H) TRIEIZHEH L-
EF U RS L 2 L— g COFER, B~V HF = 7RG RO RN & B A RHNR L
DN BT Hiv7z, LOXO-RET-17001 #ER TP PFS O OS 7 — X 1L REH T 573,
BTN R OV R 2 b—3 3 Uinb | RET BlGEAR 1M NSCLC & OY RET fA5-1-28 BL it
D MTC OWTHDEHE THIEBY A XOME/INE L > TERE OAEFR L OB EA TR EH
HZENRBENT, £2. B LEZHE TR, BA-UvhF =T ORI L - T ALT #0,
AST ¥4, WBUE X TS MEDOHEFROBBEIG I LH LighoTc, AV Iab—3 3 Tl
TNV F =7 % 160 mg BID 75 80 mg BID 3 |% 40 mg BID (ZJH& L7284 TH, RET#E
AR TBMED NSCLC O RET i - BGHED MTC OWT 3T b [FIFLEE O JEGHE Nh 3R 0345
HNDHZENREBENT, LaL, 17001 3B Tix, Ko OBF ISR D, U I
LV 160 mg BID 2% 5 SN TR Y | KHE TOREEOHIH K OCEEEIIRENTH D,

HANBE TORLINDF =T HERGHZOMET YL~V D F =7 OEFIREBICBIT S
Crax Z OV AUC.12 DFEHEIL, AMEANEE L L TENEN 14 5L 15 1% (37% MO8 46%)

16
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A F =T 2.5.3  FEPREEFC RS A S

mfEz R L7c, 20 PK OEBORKZEIZFHET 5720, 7—% 7y 47 (2020 4 3 A 30
H) FRRTHEOITWS LOXO-RET-17001 REROT — % Z v, RHERM PK E7 L2 HH L7z
(LOXO-PMX-LOX0292-2106) . AfiEMNT Tix, BiE (HAAIISEN) KOAR (77 A
XIFFET VT N) ORE QEEBREFROER) EHRRF L LTED, ERORFEIT-
Too EORR, RIBITLEZETIT o7, BEHETORER PK £7 /0 (LOXO-292-DMPK-
050) THERSNT-HZERBTH DL HBEROEREREICINZ T, FHEOREM PK £F /L TIEH72IC
NERANAZTT XA TV T 41T HHEEL L TRHESN, TVTANTONRALFT AT
UT 4 13IET DT MR 20% KT 5 2 ERIRENT, LidL, ZORLFT A FTEY T
A DYEROBEIT LA ARNEFR TORFEOAR GMNENBE LKL TREEN 14~15 1%
EfE) LT D SHRANTNS K. BRANEZEDRT U7 NTOHEEANE - HEOEEOMLE
WERBETHHEOTIERhoTe, £, TET ALY THIESNZBAL-V I F =T 160 mg % BID
Fe 5HE D RET &8 An Bt D NSCLC } Y RET Ein+ZERBMED MTC %A1 % B TONEE
Mh7a 77 A VFIET T AN, BAAN, 7VT AN (AAANZET) CTRETHY ., BEREDE
WD EIMEICRIETRBIIRENTH D Z LR S, £, AEFERIZOV UL, Eido
LRV, BT LIEHEICR VT, ALT #00, AST #900, SBEUE & i E O f FEHFR O HLE
ANREBERIICCTER LN o722 0 BBEEOEVICLDREME~DOEEL TR S
AIEoY

iEX D SAENEE TOHREME - MEL, R SHCRREDIEWVICESWTHARANER
TEETHBETRNEERD,

2533 ENERVERES

KoOMNDOE MEOHKRIZIE RET BIZTOERNEE LT %, NSCLC E#F THRIE I -fiid
RIAN—BEFERD L H1Z, RETZRIX invitro X invivo DWW TN TH GRS L 5| & &
L. MO R T A N—Efn AR (EGFR, ALK, ROSI, NTRK, BRAF, RAS 73 &) (2%t
U CHAHARHE 23, B~V F=71%, AR RET K OSBRI LV IEHEI LTz
RET Ot J7 OFARPIPHEIEL & LT, 58772 in vitro 2 W in vivo {ETEE R L 7=,

2534 wIRLAFZITBRBEL QTcHERBE~DFE

QT/QTc #FflizkER (LOXO-RET-18032 #XER) (23T, #EE-QTc fENTICH-S & Fridericia 1%
FAWZATE QT (QTcF) MBI KIET RN~V DF =T DORELF M L2, BA~NVTF=T D
EERH & IERAR A &% ERIZ2HETH D 320 mg (FRARM & @ HAERE 2135 3300 ng/mL) &
V640 mg (IR EZEZ HHE) ZHERROEE Lz & &0 QTcF MIRLERIZTEX v 7 r X
VUBERIE D L EL, TOMOLER T A —2Tx LT HERMICERO H D HEITRD 5
oz,

LL7Z23 6, AHRER CILRE-QTe T CORYFEMOMHE N IEZ R L7z/o, ICH E14 4
A RTADOHEENS, B~V F=7120E QT MIRIERIEM R & 5 & Al ST,
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TEE-QTc T Tlx, B/A~UL T F =7 160 mg BID #5850 E FURHE TOIAE) Chpax (ST,
K QTe MIFRIER X 10.6 msec (90% CI @ _EFR : 12.1 msec) & FHIE N7, QTcF MIFRIER 135
T=EROPETMIHESL VI ab—ra e BICRERAEZ R L2 (CTD & 2.7.22.8.3 1) .

ZDTD WATCE () 1T QTe MIRIERICHET 2 HEERELZ E O TWDH, B 3E (R)
Tl EDITEANAVDF =T HRERLEANC, BFH O QTcF MDA 470 ms LN Th 5 Z & K UM
THEHBMENEFHANTHD Z L 2HRT DL IITHERLTWVS,

2535 EWEEE

25351 IRIR

fEFRPIRE B L~ F =7 160 mg [JRIELRINF LIRS LT REZFRE L2 80 mg
T A (FERREE B %) x2] ZHEROZEEG L&, BEA DT =T HECMITRIN S
MUy tmax DHFIEIX 1.92 B TdH - 72 (LOXO-RET-18016 ikbr) . AHEAZROKEG L&D
ORI A AT _A T8V T 4 ORMPEHEIL 732%TH Y, SHBRE TIE 602%~81.5%TH

277,

FEEAGER TR O L7 PK OFFRIT, EEHERE LR L oA 5O T, MRk TH -
72o 5 VI AHD LOXO-RET-17001 FRERIZHHA AT ETTE TR B 705 B0~ 5 E HIRRETD PK
F—% (A7 1, Day8) DFHNT, tmax PDHRAEIIH 2B THY . BA-V I F=THR
% G#%OWINNBIFTHDH Z EIRENTZ, AL F =T RIEHREHOEFIREBIZBIT S
AUC 12 1 EMIEIE G-I TR 3 5128 L 7=,

AARNEEIZBT DNV~ Nh F =T KEERGEO MR~ F =7 OEFIREIZB T
% Chax XY AUCq.1, DML, AMEANEE &L TENEI 14 EA N 15 EEEE R LT,
L, BARAKOGMENESS TR O FEIRE RO ZIIHAE N EE COMKREE O
WNTHY, BBEEICHER EEEITREERIIAEC2WEEZONT, /o, T—F v b7
(2020 4 3 A 30 H) FEATHE LTV % LOXO-RET-17001 RER DT — & Z H\WCHH L= RH4E
PK BT /VEHWT, HilicRE (HARAXUISNEN) KOARE (77 AXUIET 7 N)
D (LEBRFIRFOER) 230, WEABORFZITo7-, TOMREK, REITLEETIIR
Mo, EHRIOREM PK €71 (LOX0-292-DMPK-050) ThER S =LA B THD AR
R ORI Z T, BHEOREM PK TF /L TIEH IS AR AL FT_A T T 4 ISk
HIEELE L THESN, TVTANTONALETT XA ZEY T 4 13IET V7 NTEHA 20%H K7
DT ENREINT,

RHEH] PK E7 /L% VT, LOXO-RET-17001 ABRIZHLZ A4L7- AT ERE B 1C 20 mg QD
75 240 mg BID £ TORNANADF =7 245 Lic &L & O PK 2T Liz, AT LD, KEL
PK & ORNICBIEMERGRO Sz b OO, REIZE-S < FHEREIC X 0 R A S % B 10K
TEERWZ EBnRINT,

253511 +EIRILAFZIOEMEEIZRIZFIBEOHZE
AHEOEERE (LOXO-RET-18015) TiE, /A~ TF =7 160 mg (80 mg # 7 & /LA x 2)
ZHEREOKE Lz, SEHEERZICE LV IF =7 160mg 25 L= & & D AUC,. 1322
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R & TR 9% L, Crax (359 14%38070 L7z, AUC KO Coax ODZALDOFEEE I, E/L~UL
1 F =7 @ PK OEENEE) N KRR &2 &5 LICBEICADNDM/NT A—2DIXHD X
OFPFHANTH V| BRICERIIRWEB X O, ZhbDT—X 1%, AFEZETTICEL
SNUHF =T OEGNARETHDL I EERLTND,

253512 HINLAFZITOEYSEIZRIFS pH REFHOFE

VAN F =T OEFREIE pH R TH Y | #L pH CHMENBLT 5, 207w, pH
TR & O IR I IGHEE B OISR A 35 FTREMED B 5

Tu RN THEER (FA 7T =) EFH L TEANA D TF =7 228G LT &
X, BB F =T O AUC IEHEMPEL GR & R L C 69% Liz, —J7, BFZRICEA~ULD
F=T7a&E Lzl x, BEHELXOEENEONTNTEA AT TV =X D8~V F
=T ORYBEBEEORO NI S N, AUV F = T HEEE (ZEEE) o 10 BRRIET RO

2 RIS H2 ZBAREETHE (T=FV ) 2RELILLE, F=F P TEANADF=TD
EHRTEEICEE L o7,

25352 Hf

BN HF=T O MIKEX R FEEFEIX 96.1% Th o 72 (LOXO-292-DMPK-060 k) .
Invitro TORA~IVTF =7 DMK H / MAEFIREKITHR 070 TH Y, b ER~O3AITH
T ThH o7z (LOXO-292-DMPK-013 #kER) , GERMERE IZ[14C- BV~ F =7 0 & 5%
OB 71 7 7 A VOKFTTIE, AUV H T =TT RED 86.2%. FaBEIY Tk
B LT iBED 25.5%% 7= (LOXO-RET-18016 #5R)

25353 RBRUVIUVTIUR

BV F =TT EIC CYPIAGIZ I DG S, FREREBIImIR# ch o7z, M
IZ N-A% FIK (M2) | N-BT7 v F Uikl (M4) ROEREIAR (M5) @ 3 FREONHE N
I BEYE O 3% & D ERD b,

CL/F [TEEEMERF 12\ T 6.5~7.5 Lihr OFPHTH 0 . FEE TOELEIX 62 Lhr TH o7
(LOXO-RET-17001 #&Bx) . RHEFMEHT OFEF. CLF 1A~V F =7 OB fE > TRA
L. & TOIFFERRD Bl

25354  HEift

TR I [4C]- BNV D F =T RO E Lz & & 5 INTZEEED Y 69.3%70
TP, 23.8% 3 RAUCENR S 47z, JRH K OFEE T O FHEE DRI EIERITH 93% Th - 72

(LOXO-RET-18016 #f#) |

JEEE (LOXO-RET-17001 788R) TORA LI F =7 ORFEIULRIT 4.43%~10.5%TH Y |
R (LOXO-RET-18016 #ER) TOIRFEIUHEIL 7.34%~13.5% CTh o7z, ZiLH DR
T 20D, FEEE T OHREFEERE L RRIC, BN 22 U7 7 o AEN B HEE LT
WAHZ ERENT,

19
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2536 EYHEEER
2.5.3.6.1 TIARIVAFZIDOEYHEICRITTHFIDZE

YAV HF =T IEFIC CYP3AL (T X VSN D7D, 01172 CYP3A4 PHESE N O E K
OO E LNV F =7 O PK IR R RIET AR H 5 (55 2.7.2.1.131H) |

o BEAAULHF =T HMERERR G L LT, 38072 CYP3A4IEER (f FTaf Y —n)
KEBG RO L~V F =7 D AUC LT Chpax 1F. ZALZFVE 130% K% OF 30%H48 40 L
72

o BAAULH T =T HURHEK GRS LT, /172 CYP3A4HEIR (V77 B y) X
BB GOHRREDE A AT F =7 D AUC KR Copa 1 ZIVEHEY 87% L TF T0% B0 Lz,

In vitro #ABR TIEX, BT F =77 P-gp LT BCRP DHETHLH Z LRI ilc, Lo,
FEIR & T OMXT IS A AT XA TV T 4 DK 3% Th o722 & P-gp (HEFRIFHKE D& /L~
NHF =T RBEROBMP DT INTH T2 b, TNHDOEY T v AR—F =N L~UL
N1 F =7 O R BT 5 AIREIXR VN L B 2 b,

YAV H F = T HR A G L el U C, Pogp FLESR (U 7 7 v y) HEER GO
DBV T F =T D AUC)24 KON Chax 1E. FIVEIR 6.5% K% DN 19%54001 L 7=,

Invitro AR T AL~V F =728 OAT1, OAT3. OCT1. OCT2. OATPIBI. OATPIB3,
MATEl Xi% MATE2-K OIETIXRWZ EBMER SN2 D, TNHDHE Y NT v AR —
X —DLERIFHEIE, BRI L DB %% D et e E 2 oz,

25362 {EIOEMBEICRIEITEIARILAF=TOEZE
2.5.3.6.2.1  Invitro KB R VKRB TOEILRILAF =T O CYP450 FAEEH

In vitro 3Bk (LOX0-292-DMPK-010 #f%) <Tix, A~V F=71% CYPIA2, CYP2B6,
CYP2C9, CYP2C19, CYP2D6 J% (8 CYP3A4 (Zxt L CHAZ RLEEM 2R S o 7208,
CYP2C8 (2%} L CHEAMIZRI W EIEM, £72 CYP3A4 12X L CHREMKAAAY 7239 W I EE A 2 7R
L7,

EED CYP2C8 7'r— 7 HEH (L X7 U =FR) KIRCYP3A4 7 n—T7HE (I¥4YV T L) &
W7 38w A E A #RER (LOXO-RET-18026 7Bk &% 18 LOXO-RET-18017 #kik) % SEhE L.
in vitro FBR CHER SN 2N B D CYP BERICKT 5B~ F =7 OHEEMAZRGTT LT,
BV F =7 160 mg BID DGR (EFIRAE) OFfERIT, LT EBY Thol,

o L AT UZ=FRD AUCooM T Chax 1T, U327 U = RHURE G & LG L T, 2N E1K
188% K TX 91%H4 0 L 7=,

o IFVTALD AUCL M Cpax 1F. IF Y 7 LHMEGRF & B LT, 21214 54% KT
39%HEIN L7,

253622 Invitro B TOEILRILAF=TD CYP450 FEEH
B2 b NG A BNz in vitro BRER T, B AUV F =7 1% CYP1A2, CYP2B6 &% T} CYP3A4
@ mRNA (2% U CHEERFEN 2TV EEEM 2R L7 (LOX0-292-DMPK-018 #&Bk) ., LaL.,
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G oK ¥ B O B K ONgE R & Cld,. AhR (CYPIA 77 I U —7¢Y) . CAR (CYP2B 7 7
U —72L) XL PXR (CYP3AKMONCYP2C 77 2 U—742 L) U Ny RickAEM bZ@L Ti
LA B~V THIE SN DEERIC L > TR SN D 0FHER D PK 22 L &85 mfeetidifn &
EZz b,

253.6.23 MATE-1 RUMATE-2 S5V RKR—F—, #KICEFEY L7 FZUICRIFTEIL
RIVAFZTDEE

Invitro Ti&, BB F =T 137 LT F =0 OBHRMICE ST 28 Y 7 0 AR—2—Tdh
% MATE1 (IC50=0.666 uM) &% % MATE2k (ICs50=3.42uM) ZHEL, WTNoO kT2 ZAR—
A —Zx L TChH, MAEFIEREAR L~V h F =T REE 1Cso EThR L CHEMH L7zkiX 0.02
Thol, TOMDEY NT 2 AKR—F —|Zxk L TIE, BRMERGRORE CHEZRAE LR
X7 o T,

Invivo TlX, MATEl " MATE2-k OHENMIEZ V7 F =2 28NS 5 R’ H 5,
LOXO-RET-18017 iABR ClE, AL HF =7 160mg % BID T 10 HFXEHEE L= X TOH
BB ClIgE 7 LT F=0 BT LA (F 2.7.22.5.6 H, X 2.722-7) . W HERR
FINCERD B 2 (L Tld e &l S vz,

M7 L7 F= OEINIBEEO~— I —IZ 03508, K707 T AORKREZEWT —4
N—ZTE, BEETRE S THRN,

FEARSREEER ClX, 1R TR COWEBRE ThTN R LT F= o (R A LN TS, ZDO%E
EDBENL, B~V F =T INERERE~DORBEIZL 20 TIE R, Blig 7 v AR—2—IC
WL RIETZETAELLEENTHLZLEZTREL TS (B 2.7.2.2.5.6 LU 2.7.2.2.6.6
H) , $720b, ZOMEZ LT F=rObTMRENE, MATEL 20 L2 L7 F = ik
DIEEE —FH L, AUV F =T NERMIZ MATEL & TN MATE2k % BLET 5 AlRett s r S
72

2537 YAl EEER

REEFTRMT O S8 Bty GRAERFIFOER) TIX, BHEE. TR, RiE (FARAIIS
EA) o MRS Hy SR EEHUEROFH OA 72 EOWNRMESUINRPEZERIC L 56 B2 w2
FFECE7enolz, 7ok, N (T UTANXIFET T N) DAL FT XA T8 T I8 T 5
WEEL LU THESIL, TVTANTONALFTT A ZEVT 2 13IET U7 AT 20%H KT 5
ZEDRTRBE S LT,

25371 [FHEeES

WERE . AR K OV OTHERERE E N L~V F = T HER O PR ICKRIETEE A~ v F
7 UT- R L T D 2 &2 L D LOXO-RET-18022 7kl TaFAM L 7=, Child-Pugh 4342
S P ATRERERE E AR S T, IFEREREEIC L DB L F =T O R IRGE R TR
IR0 To D B K OV O ATHERERE E R Tl fEREgERE & ik L TR~ F =
7D AUC) .} O Copax DB E N Z KT 20%~30% K T8 T0%IENN0 U 7=, (EREMRERE & bhlk L
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T, B S O AR D IR RE R 5 B BR A CIIIH R R OIE R AT D e o 7o, BT
REFE PR Tl typ 28 THER L 72,

P &

Child-Pugh Z7¥EIZ 5D < BREE N OV S8 B D IR RE IR S 2 9 2 BE CIT M B2 2 L2
7\, EEOITHSREEEZ H T 2 BE IR, A F =7 OBIET E% 80 mg BID (ZJH T
Do Flo. AN AF =T HREPICHEEDOITERERE ) & b 725613 80 mg BID (2w
éo

25372 EBHEEREE

WS HPARRE K OVERJE ORI RERE E N UL D F =7 160 mg GO PK I KIFT L
~ v F U7 U MEERRE & i35 Z L2 L W LOXO-RET-18023 B Crlfi L7-, BHERED
BIEEIX, A7V —=2 WD MDRD 2 LD eGFR TS ST, P TEMEIC/HME L
72

MIEFE NIV T F =T D by, 1T, B OS5 B B R AR IR B I DN At R iR C IR
FRECTH 7= (22.6~27.1 FEH) 73, EEBHEERERRSE CIXERE Lz (33.8 KFfH) . LaL.,
BHREN B LA F =T D7 VT 7 AT RITT BTN, B, PSR OVEE OB
REFEEIZL D, B F =T PK KT DERANICERO & 5 BIIERO b o Tz,
B, KUEEEESE LB BT x5 & UmaBid Iz L Tungn,

FH AR

TN IF =T ORI S < BE, PEELRVCEEOBKERELAT D88 THE
I AT A S E S A AR

25373 IMNR
INEERE A %I5 L L7- LOXO-RET-18036 382 D PK 7 — Z 1T F 72T STV WA, /N
FZxET 5 92 mg/m2 OEYIEIL, SPPIZBM L7z 4BIOEET — & TRIZBINTWD,

Z D 46021E 92 mg/m2 BID 775 160 mg BID £ COHEDEL~N I F =T RNEE S, WT
ALH 160 mg BID OG- 252 T 1ol N & R DIREE =5 b7,

2538 BE-RIGERF
25381 TwIRILAF-IBBELHUEADEE

BN TTF =T OIREERE L NEEYA XOREROET VST (LOX0-292-DMPK-031) % Ffii
L. 20l WA W BT, DIBOBRKRBROHEEMN & TH D 160 mg BID %54 HA T 57—
B while, RET VRN CIE, BT A RO/ NRIZTE LAV F =T OREEORELZT,
Z ORI D 2 LIRS T, SRS ARSI E RIS D RN D 50% & 72 bk~ v
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NF =T OEFIRREIZE TS AUCoa4 (EAUCsy) 1% 7263 ng*hr/mL TH Y, EAXV A F =7
30 mg BID ¢ 5-TZ ® AUC & 57z,

2019 = 6 AWF DT — & TRIEIZHEH L7-R4ER PKPD €7 /L (LOX0-292-DMPK-050) Cfif
BT L7265, LOX0-292-DMPK-031 T L - ffmmiiEsd Sz, ZOET TR OV I 2 b
—95/®Eﬁﬁﬁf@liﬂ E72 OS X O* PFS 7 — Z IR LAV TV, BN D F =T
B2 R 25gdz &0 PD UL (BT A ADME/N) 20 L TEEDOREXT ¢ v b (AfFRF#O
EE);%LLTwé_&wménto

25382 TIRIAFZIBREELLTEREADEE

FHICER T RELUTO 4 >OFEFR LR L U THRE — ROSHIT 2 54066 L 7=,
o mfE

o IBBUE
o ALTHIMN
e ASTHEN

KRN CIX, 2 7 —ZIIER AT 4 v 7 [Blmabr, WEFEAT 2V DvTr —2 i3l
RET NE W, WAy AVEORGE DS HIE, ZHEe Yy NETARREIA v XET L&
B L CT — X T DA EEARICEKE LD E )Tl Lz, EMEAEFRREEL O
B, R BEO TN ZREET D720, A&, Cpn. AUC 72 ¥ Ok % 7B EE1E 43t
BIZE80 . UCHW TR L 72, AT Tix, WTNOBRERETH, BRitLz 4 D OFEFR L
ORI 5232 BRI IR b o 7o,

25383 HEILIAERUVHAERE

Wk iE — RO E T /VRENT C. 160 mg BID # 513 E £ Ca W RS NI RN G O 5 & T
HoETHEINE, AEFESZUIEN-V AT =7 OBEERINOAREEIZLZ D B~ hF =
7 % 80 mg BID X/% 40 mg BID I[ZJf&E L7236 T, AMELELR D LIZBZ by, Fiz,
Bt L7 & T, BB E L RICER TS AEFFSR (ALT 0. AST ¥EIN, I&EUE S
i E) & ORI & 2722 B 3 ERE C & o 7,

Flo. T—F Iy AT (202043 A 30 H) KR TR HAL TV S LOXO-RET-17001 #ER D7
— X W THEF L RHEN PK 7 A2 HWT, #H-ICEE (AARASUISAEAN) K OAFE
(TOTAXIFET T N) OB (LEBRRIRFOER) 250, WEBORT T2, £
OFEER EF VL0 FRHISNIZ L~V F =7 160 mg & BID #5080 RET @& i&(s 1Btk
N&lC&UWMTEE%%ﬁ%%@NHC%ﬁT6$%T@EFﬁmfﬂ774»&#7?7A\
HARN, TVT AN (HRAZETD) CTHREETH Y, BEEOEVDGINEICRIZTTHEILRERN
ThdI ENRBEEIN, Flo, AFFLRICO VWL, bR lBY | *ﬁdbtﬁﬁg BT,
ALT #900, AST 0, WHEUE S Im EOFEFROFEBIEGNIRERZIISCTLER Lo
eZembb, BEROEWVIZLDLEEE~DREL THI SN2 o1,

XY SAEANEE CTOHEERLE - HEd, MRSNTCIREROBEVICESWTHARNRS
TERTHMETIRNWEEZ D,
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254 HMEOHIEFTE

ARENZIE, AEOFHmIZ AW 72 [ERR L FRER TH 5 LOXO-RET-17001 38k DA 2hi: Dk 5
EEKIT D,

2541  LOXO-RET-17001 SHER DR E

17001 FRERIL, RET & B FHYEO BT (NSCLC, WURMUE. W, KigkEe L) |
RET Bn - ERGMED MTC, L% O RET IEMLIEE (fifEfico RET £%, XX RET
TEMEAL DM OGN & 5 70 &, RIS 5.3.5.2.1 THIRBR LG5 HE Table2 22 M) 2 & o TIE
BT A xtge & Uiz, EEM. Zhaskdt, EEEELFESE VIHERBR Ch o7,

AeBRIL, % TH/8%— b (20 mg QD~240 mg BID % TOAREWIY) KOG I/ — F S i
RENT, &8 1A — FOFEHWNIT, BN D F =T O KMEL O RP2D #RET5H &
Thole (PEEFIE : 9 120 F) , ZEMFHMEESIC XV ZeMER R S HE L~ T
X, BEREAIIR L, AR, PK ROWUEG SR 2 FIZFHErTae & L7, 2 11 F#8/3— M,
123k bo@EE 2SR e L, 6 2Oak— b (TEEFE : &K 850 fil, =A— b 1 F K 200 i,
aR— bk 2~5 R 150 65, AR — bk 6 ;K 506 22HRkY, FEEMIES 2R — FTREAAL
71 T =7 Hil$e 5K ORR (RECIST version 1.1 3% RANO (23 < el iE) ZaHlid 2 2 &
Tholo, ENTIE, 6 1T/ S— FTRIE S RP2D & il 2 LT Bl S — b 256 L
T-te. B IAR S— h~DXEREIT T2,

17001 RER DTV A > &K 2.54-1 ITRT,
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Phase 2

1. Advanced RET fusion~ sohd tumor
progressed on/intolerant to standard

/ first-line therapy
Phase 1

2. Advanced RET fusion+solid tumor

Dose Escalation / without standard first-line therapy
Advanced solid tumor with
RET Alteration/Activation MTD/
recommended

p hase 2 dose 3. Advanced RET-mutant MTC
. progressed on/intolerant to standard

/ 2 first-line therapy
Target exposure ,I \
7

/ ! 4. Advanced RET-mutant MTC
without standard first-line therapy or

~6-10 patients \ other anti-RET kinase inhibitors
Dose Escalation Confirmation of 5. Advanced RET-altered solid tumor

Advanced solid tumor Recommended Dose in Japan

+ Cohorts 1-4, disease not
measurable

* MTC not chigible for Cohort 3 or 4

* MIC syndrome spectrum cancers
(e.g. MIC, pheochromocytoma),
cancer with neuroendocrine
features/differentiation or poorly
differentiated thyroid cancers with
other RET alteration/activation may
be allowed with prior Sponsor
approval

+ cfDNA+ for RET alteration not
known to be present in tumor

6. RET fusion-positive solid tumor or
RET-mutant MTC who discontinued
another RET inhibitors due to
mtolerance may be eligible with prior
Sponsor approval

2541 HEBRTH A > (17001 HER) CAERErEEEE X EMR)

FRAT SRS EE

ARIEIZIX, MM REME R E Lz, 20204 3 H 30 BF—% 7 v b A 7HEOR 3
T, REMRNTHRER L 1X, B~ D F =T % 1 B EEE SN TR TOWERE L&
#LT, B, REMMITHREN T, Vi &b 2 BIOEES%OBEBFEMIZFE Y 3 25 M 28
BT SN B o7 ER] (Eligible Patients) % XIGUIHIMEDfMT 2 LRI+ 2 & & Lz,

25411 BMEFHEIER

BRWED EEFHRE H L M S— b ak—F (26 ak—h) T, BSiHHEESHE
(2 & 2 G OFESHIZ IS U7z RECIST version 1.1 XX RANO (Z-3< ORR & L7z, FERENKAY
FEMIE B IXIRBR S LR R O FHMIC -5 < ORR & Lz, AOMEOFHMIL, 5 1 F/3— MBS
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Z OO EIRFEHE H X, DOR, MEEOMFEIZIL U7z RECIST version 1.1 3/ RANO (ZF-3<
M52 D ORR, 492 DOR, CBR, PFS, OS THh -7,

2542 LOXO-RET-17001 SHERDIKERE DNRR N HBREL =
LRV R BERIC S ENT-F 2 h— NOYWREIILL T CTh o7,
ak— b B
RET B G 8T MO BT ak— k1 252 f
amR— k2 66 15
RET &A= T2 551 > MTC ak— k3 143 f1
ak— k4 115 {51
e I N N 166 11
ak—h6 4 15
aat 746 15

Fak— FOBBHE D &L OBBRELB KR OT —F U v M A TRHTER G 2k L TN TR L
B LAEDORIE K O lin D FRAE, S QIR OIS 2 AT ISR T,

WERE DN (Ze VRN %I R #2541
WERE AR (RN RIS ER) #2542
BRI (Ze A VERRAT T G2 ) #2543

F 2.54-1 HEREDRAR (ZEMMFRTHREH)

RET Fusion Solid
Tumors RET Mutant MTC Cohort5 Cohort 6
Cohort1 Cohort2 Cohort3 Cohort4d (N=166) (N=4)
Disposition (N=252) (N= 66) (N=143) (N=115)
Starting LOXO0-292 Dose (n, %)
20 mg QD 3(1.2) 0(0.0) 1(0.7) 0(0.0) 2(1.2) 0(0.0)
20 mg BID 4 (1.6) 0(0.0) 32.1) 0(0.0) 3(1.8) 0(0.0)
40 mg BID 7 (2.8) 1(1.5) 4(2.8) 1(0.9) 3(1.8) 0(0.0)
60 mg BID 3(1.2) 1(1.5) 2(1.4) 1(0.9) 4(2.4) 1(25.0)
160 mg QD 0(0.0) 0(0.0) 1(0.7) 0(0.0) 0(0.0) 0(0.0)
80 mg BID 6(2.4) 1(1.5) 7 (4.9) 3(2.6) 3(1.8) 0(0.0)
120 mg BID 9 (3.6) 0(0.0) 2(1.4) 0(0.0) 8 (4.8) 0(0.0)
160 mg BID [1] 219 (86.9) 61 (92.4) 120 (83.9) 109 (94.8) 141 (84.9) 3(75.0)
200 mg BID 0(0.0) 0(0.0) 2(1.4) 0(0.0) 1 (0.6) 0(0.0)
240 mg BID 1(0.4) 2 (3.0 1(0.7) 1(0.9) 1 (0.6) 0(0.0)
Treatment Status (n, %)
Discontinued 79 (31.3) 14 (21.2) 38 (26.6) 10 (8.7) 46 (27.7) 1(25.0)
Continuing 173 (68.7) 52 (78.8) 105 (73.4) 105 (91.3) 120 (72.3) 3 (75.0)
Study Status (n, %)
Discontinued 65 (25.8) 7 (10.6) 31(21.7) 5(4.3) 31 (18.7) 1(25.0)
Continuing 187 (74.2) 59 (89.4) 112 (78.3) 110 (95.7) 135 (81.3) 3 (75.0)

Abbreviations: BID = twice daily; LOX0-292 = selpercatinib; MTC = medullary thyroid cancer; N = number of patients in

the population; n = number of patients within category; QD = once daily; RET = Rearranged during Transfection.
[1] 160 mg BID is the Recommended Phase 2 Dose.
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& 2542 WHBRAER (REMBITNREH)

RET Fusion Solid
Tumors RET Mutant MTC Cohort5 Cohort 6
Cohort 1 Cohort2 Cohort3 Cohort4 (N=166) (N=4)

Characteristic (N=252) (N=66) (N=143) (N=115)
Sex (n, %)

Male 111 (44.0) 27(40.9)  93(65.0) 73 (63.5) 81 (48.8) 1(25.0)

Female 141 (56.0) 39(59.1)  50(35.0)  42(36.5) 85(51.2) 3 (75.0)
Age (years)

Median 59.0 60.0 58.0 57.0 59.0 53.0

Min - Max 22 - 88 25-86 17-90 16 - 87 15-92 33-62

Abbreviations: MTC = medullary thyroid cancer; N = number of patients in the population; n = number of patients within
category; RET = Rearranged during Transfection.

* 2.54-3 REHUOENEG (REMETHRER)

RET Fusion Solid

Tumors RET Mutant MTC Cohort5 Cohort 6
Cohort1 Cohort2 Cohort3 Cohort4 (N=166) (N=4)

Primary Diagnosis (n, %) (N=252) (N=66) (N=143) (N=115)

Non-Small Cell Lung Cancer 210(83.3) 49 (74.2) 0(0.0) 0(0.0) 87 (52.4) 2 (50.0)
Adenocarcinoma 187 (74.2) 44 (66.7) 0(0.0) 0(0.0) 77 (46.4) 2 (50.0)
Large Cell Neuroendocrine Carcinoma 1(0.4) 0(0.0) 0(0.0) 0(0.0) 3(1.8) 0(0.0)
Squamous Cell Carcinoma 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 1(L.5) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Unknown 21 (8.3) 4 (6.1) 0 (0.0) 0 (0.0) 7(4.2) 0 (0.0)

Medullary Thyroid Cancer 0 (0.0) 0 (0.0) 143 (100.0) 115(100.0) 62 (37.3) 2 (50.0)

Thyroid 19 (7.5) 16 (24.2) 0(0.0) 0(0.0) 8 (4.8) 0(0.0)
Papillary Thyroid Cancer 14 (5.6) 15 (22.7) 0(0.0) 0(0.0) 6(3.6) 0(0.0)
Poorly Differentiated Thyroid Cancer 2 (0.8) 1(1.5) 0(0.0) 0(0.0) 1 (0.6) 0(0.0)
Anaplastic Thyroid Cancer 2 (0.8) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0)
Hurthle Cell Thyroid Cancer 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Pancreatic 8(3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Adrenal 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(1.8) 0 (0.0)

Breast 2 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Salivary 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.6) 0 (0.0)

Carcinoid 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Colon 5(2.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(1.2) 0 (0.0)

Sarcoma 2 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Kidney 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.6) 0 (0.0)

Ovarian 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Prostate Gland 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.6) 0 (0.0)

Pulmonary Carcinosarcoma 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Rectal Neuroendocrine 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Small Intestine 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Unknown Primary 0 (0.0) 1 (L.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Xanthogranuloma 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.6) 0 (0.0)

Abbreviations: MTC = medullary thyroid cancer; N = number of patients in population; n = number of patients in category;
RET = Rearranged during Transfection.
Percentage is calculated using the number of patients in the column heading as the denominator.
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2543 LOXO-RET-17001 iRERD A XM
AL, MAZRHZE B2 HEI LD ENEORRZ R LT,

25431 HNHIK-—FEOHKR
K amr— FOFIEDORERZ LTI RT, AMEOREOFEMILE 2.7.6.12 HAE SR,

FNTREMZE B4 HE 12 X D ORR TN CBR (Eligible Patients) 7 2.5.4-4
FRANTEHMZ B2 E 12 K 5 DOR  (Eligible Patients) # 2.5.4-5

adR—h1, 2, 3, XKO'4® ORRIZH L TRBEN TOREINTEY (ZHIZEI 30%., 35%.
20%. 30%) . FTNFHNODO 2R — kD ORR D 95%EHEX [ D FIRABEZ ER\l-7-,

& 2.54-4 BIFHHEZE B RFIEIZ L S ORR XU CBR (Eligible Patients)

RET Fusion Solid

Tumors RET Mutant MTC
Without
Withstd o't With Std. Wk Ca0 Cohort s Cohort 6
Therapy Therapy Cab./Van. Other (N=156) (N=2)
MKI
Cohort1 Cohort2 Cohort3  Cohort4
Status (N=238) (N=59) (N=142) (N=108)
Best Overall Response (n, %) [1]
Complete Response (CR) 11 (4.6) 5(8.5) 6(4.2) 7 (6.5) 11(7.1) 0(0.0)
Partial Response (PR) 124 (52.1) 40 (67.8) 91 (64.1) 66 (61.1) 72 (46.2) 0(0.0)
Stable Disease (SD) 89 (37.4) 10 (16.9) 36 (25.4) 30 (27.8) 57 (36.5) 2 (100.0)
SD* 62 (26.1) 7 (11.9) 32 (22.5) 19 (17.6) 46 (29.5) 2 (100.0)
Progressive Disease (PD) 6 (2.5) 3(5.1) 2(1.4) 2(1.9) 5@3.2) 0(0.0)
Not Evaluable (NE) 8(3.4) 1(1.7) 7 (4.9) 3(2.8) 11(7.1) 0(0.0)
Objective Response Rate (CR + PR) [2,4]
Number of Patients (n, %) 135 (56.7) 45 (76.3) 97 (68.3) 73 (67.6) 83 (53.2) 0(0.0)
95% Confidence Interval (50.2,63.1) (63.4,86.4) (60.0,75.9) (57.9,76.3) (45.1,61.2) (0.0, 84.2)
Clinical Benefit Rate (CR + PR + SD¥) [3,4]
Number of Patients (n, %) 197 (82.8) 52 (88.1) 129 (90.8) 92 (85.2) 129 (82.7) 2 (100.0)
95% Confidence Interval (77.4,87.3)  (77.1,95.1) (84.9,95.0)0 (77.1,91.3) (75.8,88.3) (15.8,100.0)

Abbreviations: Cab = cabozantinib; IRC = Independent Review Committee; LOX0-292 = selpercatinib; MKI = multikinase
inhibitors; MTC = medullary thyroid cancer; N = number of patients in population; n = number of patients in category;
RECIST = Response Evaluation Criteria in Solid Tumors; RET = Rearranged during Transfection; SAP = statistical analysis
plan; Std = standard; Van = vandetanib.

Percentage is calculated based on the number of patients in the column heading as the denominator.

Eligible patients are defined as patients who had the opportunity to be followed for at least two post-baseline scans (treated
on or beforc| 20N

* Indicates SD lasting >= 16 weeks following initiation of LOX0-292 until the earliest date of documented disease
progression or death (whatever the cause), or date of right-censored condition as defined in SAP section 10.7.

[1] Based on IRC assessments using RECIST (version 1.1).

[2] Objective Response Rate (%) is defined as the proportion of patients with best overall response of confirmed CR, or PR.
Response was confirmed by a repeat assessment no less than 28 days.

[3] Clinical Benefit Rate (%) is defined as the proportion of patients with best overall response of confirmed CR, PR, or
stable disease lasting 16 or more weeks (SD*).

[4] 95% confidence interval was calculated using Clopper-Pearson method.
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tients)

RET ?:;‘(’)‘r‘ss"hd RET Mutant MTC
Without
Without Std.
With Std Std With Std. Cab./ Cohort5 Cohort 6
Therapy Therapy Cab./Van. Van.Or (N=156) (N=2)
Other
MKI
Cohort 1 Cohort2  Cohort3 Cohort4
Status (N=238) (N=159) (N=142) (N=108)
Patients with Best Res
Confirmed CR or PR Fl(;nse °f 135 45 7 73 83 0
Duration of Response (n, %)
< 6 months 46 (34.1) 17 (37.8) 32 (33.0) 31 (42.5) 32 (38.6) -
>= 6 to 12 months 48 (35.6) 17 (37.8) 29 (29.9) 21 (28.8) 30 (36.1) -
>= 12 to 18 months 30 (22.2) 8 (17.8) 24 (24.7) 13 (17.8) 17 (20.5) -
>= 18 to 24 months 8 (5.9) 2 (4.4) 8 (8.2) 7 (9.6) 3 (3.6) -
>= 24 months 3(22) 1(22) 4@4.1) 1(1.4) 1(1.2) -
Duration of Response (months) [2, 3]
Median 26.71 NE NE 21.95 13.93 -
95% CI for Median 17.4,NE 12.0,NE 19.1,NE 21.9,NE 12.0,NE -
Minimum, Maximum 1.6+,29.8+ 1.5+, 254+ 1.7+,26.7+ 1.5+,24.1+ 1.7+ 28.5+ -

Abbreviations: Cab = cabozantinib; CI = confidence interval; CR = complete response; IRC =

Independent Review

Committee; MKI = multikinase inhibitors; MTC = medullary thyroid cancer; N = number of patients in population; n =

number of patients in category; PR = partial response; RECIST = Response Evaluation Criteri
Rearranged during Transfection; Std = standard; Van = vandetanib.

a in Solid Tumors; RET =

Percentage is calculated based on the number of patients with best response of confirmed CR or PR as the denominator.

[1] Based on IRC assessments using RECIST (version 1.1).
[2] Estimate based on Kaplan-Meier method. NE = Not estimable. + = Censored observation.
[3]195% Confidence Interval is calculated using Brookmeyer and Crowley method.
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Waterfall plot (Eligible Patients, =75— b 1 NSCLC)

MSTEHIZE BB K DS A ADOR—ZF 4 U0 b D RELD

Waterfall plot (Eligible Patients, =75— b 2 NSCLC)

MR ZE B HEIZ X 5 ORR (Eligible Patients of Phase 2 Portion)
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Waterfall plot (Eligible Patients of Phase 2 Portion, = 4~— k 1 LU= —
I~ 2 NSCLC)
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72 (55 2.7332.1.1.1 TH) ., AR E LT PD-1/PD-L1 [LERIOA )b B3 0I5
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Eligible patients EXRE LSRR EFRETH -7,

DOR X, T—# B v NATZREETIX, 2Fh— K 1 LOadm— bk 20 NSCLC DV F 4L HgLfi
IZEEL fwim\ (#2547 . ZORERNSEBALNHTF =T OREIT X0 SN R 3
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S A XD KEALER D Waterfall Plot 7> 5 RET @& Bt NSCLC DM T 100%I2
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D CELEE 2O (2542 KN 254-3)

TTR OFERIT, RET @A s Bt D NSCLC TIEZEZNBID 64.7%~83.9%13BA4h64 2 5 A LIN
TREHPARD LN TE Y, PIEIOEGEEAM (GEEREE MG E T Ik 5-5s 8 Mk & HE) TE
DHLNTWEEEZE2BRD (£2.733-5) ,

PFS fifthfr OfEF, =248— K 1 ® NSCLC T® PFS EPHMﬁ $20.67 » H (95%(EHEX ] 19.3- K%

) Tho7lz, =dR— bk 20D NSCLC Ti, PFSTHREICEE L TV el (32.7.3.3- 7)

OS fEMT DFEF, =24 — bk 10O NSCLC, =4— K 2™ NSCLC T, OS [THRfEIZEEL TV
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+& 2.5.4-6 MIFHEZERHIEIC K D RETRAEIEFEME NSCLC ® ORR XU CBR (Eligible

Patients)
RET Fusion NSCLC
With Std Without Std
Therapy Therapy
Cohort 1 Cohort 2
Status (N=204) (N=44)
Best Overall Response (n, %) [1]
Complete Response (CR) 94.4) 1(2.3)
Partial Response (PR) 107 (52.5) 30 (68.2)
Stable Disease (SD) 78 (38.2) 9 (20.5)
SD* 55(27.0) 7 (15.9)
Progressive Disease (PD) 4(2.0) 3 (6.8)
Not Evaluable (NE) 6(2.9) 12.3)
Objective Response Rate (CR + PR) [2,4]
Number of Patients (n, %) 116 (56.9) 31 (70.5)
95% Confidence Interval (49.8, 63.8) (54.8, 83.2)
Clinical Benefit Rate (CR + PR + SD*) [3,4]
Number of Patients (n, %) 171 (83.8) 38 (86.4)
95% Confidence Interval (78.0, 88.6) (72.6, 94.8)

Abbreviations: IRC = Independent Review Committee; LOX0-292 = selpercatinib; N = number of patients in population; n =
number of patients in category; NSCLC = non-small cell lung cancer; RECIST = Response Evaluation Criteria in Solid
Tumors; RET = Rearranged during Transfection; SAP = statistical analysis plan; Std = standard.

Percentage is calculated based on the number of patients in the column heading as the denominator.

Eligible patients are defined as patients who had the opportunity to be followed for at least two post-baseline scans (treated
on or beforc| N0 D).

* Indicates SD lasting >= 16 weeks following initiation of LOX0-292 until the earliest date of documented disease
progression or death (whatever the cause), or date of right-censored condition as defined in SAP section 10.7.

[1] Based on IRC assessments using RECIST (version 1.1).
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[2] Objective Response Rate (%) is defined as the proportion of patients with best overall response of confirmed CR, or PR.
Response was confirmed by a repeat assessment no less than 28 days.

[3] Clinical Benefit Rate (%) is defined as the proportion of patients with best overall response of confirmed CR, PR, or
stable disease lasting 16 or more weeks (SD*).

[4] 95% confidence interval was calculated using Clopper-Pearson method.

K 2547 RIFTHEESHEICK D RETRAAEIZFS1E NSCLC @ DOR (Eligible Patients)

RET Fusion NSCLC
With Std Without Std
Therapy Therapy
Cohort 1 Cohort 2
Status (N=204) (N=44)
Patients with Best Response of Confirmed CR or PR [1] 116 31
Duration of Response (n, %)
< 6 months 38 (32.8) 11 (35.5)
>= 6 to < 12 months 44 (37.9) 14 (45.2)
>= 12 to < 18 months 27 (23.3) 5(16.1)
>= 18 to < 24 months 5(4.3) 1(3.2)
>= 24 months 2(1.7) 0(0.0)
Duration of Response (months) [2,3]
Median NE NE
95% CI for Median 17.4, NE 8.2, NE
Minimum, Maximum 1.6+, 29.8+ 1.8+, 18.3+

Abbreviations: CI = confidence interval; CR = complete response; IRC = Independent Review Committee; N = number of
patients in population; n = number of patients in category; NSCLC = non-small cell lung cancer; PR = partial response;
RECIST = Response Evaluation Criteria in Solid Tumors; RET = Rearranged during Transfection; Std = standard.
Percentage is calculated based on the number of patients with best response of confirmed CR or PR as denominator.

[1] Based on IRC assessments using RECIST (version 1.1).

[2] Estimate based on Kaplan-Meier method. NE = Not estimable. + = Censored observation.

[3]195% Confidence Interval is calculated using Brookmeyer and Crowley method.
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Abbreviations: CR = complete response; LOX0-292 = selpercatinib; N = number of patients in population; NE = not
evaluable; PD = progressive disease: PR = partial response; SD = stable disease.
Note: For each subject, the best percent change from baseline in the sum of diameters for all target lesions is represented by a
vertical bar.
Note: Five subjects are not included because they do not have post-baseline target lesion measurement. Eleven subjects are
not included because they have non-target lesion only.
Note: Baseline is defined as the last measurement available prior to the first dose of LOX0-292.
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Waterfall plot

(Eligible Patients, 37"— k1 NSCLC. N=204)
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Abbreviations: CR = complete response; LOX0-292 = selpercatinib; N = number of patients in population; NE = not
evaluable; PD = progressive disease: PR = partial response; SD = stable disease.

Note: For each subject, the best percent change from baseline in the sum of diameters for all target lesions is represented by a
vertical bar.

Note: Baseline is defined as the last measurement available prior to the first dose of LOX0-292.
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o FERERRABR T RET @& & s 1Bt NSCLC TOHEEEM 278D 5, KIFSB-RET,
CCDC6-RET 72 ¥ DWW D RETE BB W T HUBEEE AR ST 5

o 17001 RBROFER, HANEM &SENEM OB~V F =7 OUREE BIZHR B35 ES
REERTRDOON R o72 (H272H)

e 17001 B AR —F 1 LN 2 OFEE., BEBE KL ORIBED RET &85t NSCLC
WX D HEMERRBO LN TWDS (552.73H) .

o 17001 FHREATIL. AEBHE THRESINT RP2D O HAABE ~OBMUIERHER I TS
(8 2.76.121) . £7-. BIEMEERINTE HAHS— MZBWTH BARANEMIZE5
REEMEOBSIT RSN TV (BF2741H) |

e 17001 FBRTIE. RETEIAEIEFHME NSCLC BEIGHER] (mA— K 1) O HAARANER & 2R
EHTRBEOFZMENTREN TN D

e 17001 FRABRCIX. RETREE T-BilE NSCLC RiAHHF (adh— bk 2) OBEEETOHAAN
LM OB EFHEFIL 1 FloHRTH D, LnLeds, adm—k 10O NSCLC BE TS
REER & BARNEFCTRIBEOAEDNREINTND Z &, £z, Al wr&ﬁﬁf%
% H OO RET A #AG TBHE NSCLC (Zxt L THMENLER & B AR NER & o a8t
RERIBVRRD LN TN & (GF Zﬂalﬁ)#%yﬁTﬁéﬁﬁ%%ﬁNﬁlc
FRIGHEBNK L TRV DF =T ORISEN LR & B ARNEM & O TR 2 aThE
PEIERWNEE 2D,

2.5.4.3.4  European Organization for Research and Treatment of Cancer (EORTC) Quality of
Life Questionnaire-Core 30 (QLQ-C30)
EORTC QLQ-C30 /3% < DIEH TR—A T A U DDOWENED bz (8 2.7.6.12-10) .
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AN F =T 2.5.5 2t oOIETLE

255 HEMEOHIETE
2551 LOXO-RET-17001 iRE& DL &4
25511 HBEEMH

AV F =T OREMIIFEIC, 17001 RERO 2020 4= 3 H 30 HH v b A T REROREMET
— B DM SV CEE L 7=,

TN T =T OO F BN R IX L M MAT X G 4E M 2K (Overall Safety Analysis
Set : OSAS) DOFERTH Y | F725 1A — MEK OV OMHT & M L7z, AREFIHULE
2542 TR T, BRLRF MHaA— b T L RUYER T & OFfEFIT OSAS EHHLLL TWhWziz o,
ARIEIZIX OSAS OFEREZHERT 5, 72k, B MR — MeEOFERILE 2.7.6 HIZ, BRI L D
AEFILE 274 IR T D,

OSAS D BT =k UYR AR
RO HPILEIE 59.0 % (HIPH - 157%. 927%) Th o7, 361 (5T MTC) DOIH 18 AT
(#PH - 157%, 17m%) Tholz, HBRED 65.8%M 180D 64 E TICE TN Tz, BN
51.7%. ZCMEDN 48.3% T o7z, 68.6%DYPERENHANTH Y | 22.8% 01T VT N Th o7z,
59.1%M_— A 7 A IFIC Stage IV DA A LTV =, ECOG PS 0 DHYERA 1T 36.9%., 1 DHER
FIL584% ThH o7z,

WREE

AN F =T % 1 [BIEL B G ST ERE 746 BlD 5 B 558 il (74.8%) MIRBRIEDE L
ZikEL TR, TDHH 117 Bl (15.7%) AHEEC S 23050 5. IRBREIRERM XIZ55 51
Rl ORI CIEBR I E I K VPR SN D720, 1@5%%@&5%¢Lnﬂm LT\,

1 HOBRWBHEIZ 20mg (1 H 1[E4#%5) 7205 480mg (240 mg % 1 H 2 [al#5E) O#iPHTH -
f_o 746 FIFR 712 651 (95.4%) 12 160mg (1 A 2[ElfeE) 27 &b 1RGSR, ZOH

T WAHRBR OHEE B M e L~ F =7 ORISR E CH - 7=,

OSAS B O E R B 95.85% Cdh - 7=, FH2ROWIM O F JefEi: 11.07 » A

B/~ K :0.0~345 H H) Thole, xbZ LB OLNIIEERERGOPIEFBIL, KE
HE (14.6%) THYH ., KON THEER (5.5%) Tholz,

25512 HEER

OSAS D 9 B, 99.2% DR 7% TEAE % 1 fFLL BFEH L7z, FEHHEIE DY 30%LL -0 TEAE I,
CPSERR (402%) . T (GB7%) | WG (36.6%) . ALTHINK X ASTHIN (4 32.6%) i
WYy (312%) Th-o7e (§2.7421.1.1H) .

7 L— R 3L EOWFRNO TEAE & 58 L7 fBRE 0BT 63.0% (71— F 3 1% 51.6%.
JU— K 41%80%, 7L —F 513 34%) (2@ i, 7 L— K 3L Lo TEAE T, RHEA
7 10%EA LTl > 72 b DIRBIMIE (192%) DA Th-Tz, ZOf, 7 L— K 3 Bl TEAE T,
FEBFIGN %L ETh o7 b O, ALTHIN (9.8%) . ASTHIN (8.3%) ROMEF kY ¥ Al
TiE (5.9%) Th-ol,
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25513 ®‘T

TRBRIREE 5-1% 28 HUANIZAE T L7213 32 6 (4.3%) Th o7z, 32 BNIFED ALK D
WAL, TR L ORRRERPEE STV DL AEEESD 19 i, WEETH 12 6], ZOMAs 1
Bl T (5 274212 H) , BB L ORRBABRPGE S NRPSTLHTIZESTHAEFER

TR bR oT,

TRBREE 514 28 H 2 X THELS L=gBrE X 71 1] (9.5%) TH V. FEIKDONRITIHBAES T
58 Gl 1RBRFE L ORREARPEE SN TWDLHEERELEN 6 fil. 2oy 7 HThHo72 (GF
274212 H) , IRHRIE L ORPEBEENREE SN RS TR CILE S T-HEFERITRD bhien

277,

25514 EELHESZR

OSAS T 1 UL LOBEERAEFEFRZROTHERE OFNEGIL 35.1%THY . B~V TF=7
& DR RBRARBRETEM XU TIEBR A HIERIC L > THE SR o - HE R A EFL OB
FEIL83% ThHh-o7z (55 2.74213H) , HHERBOONTEERAEFZIL. MK 3.1%)
TH Y TR NN, MET Y T AIMAE (% 1.9%) WIS ALT 14T AST #90 (4%
1.6%) Tholo, LELIRBOOLNT= AN AT =7 L OREEBNGE SN - EHER
HEFERLT, BYBEUE (1.3%) THY ., RWT ALT #IME Y AST 8 (% 1.2%) TH-o7-
(352.7.42131H) ,

25515 ZFEELHFESZR

BREOREICEST-HFEFRE | U LELRDTWREFEOE ST 48% Th 7= (5F
2.7.42.1.4271H)

HRRIEOWEICEST-AEFSLE2 1 U LRO WA OE AT 3360 THo7= (5
2.742.142718)

TEBIE ORI E DO NT NN E S T/ EFFLO S HREEENE o7 b Ok ALT
I URZE @ 5.6%., T8 : 7.1%) KOV AST 89 (IK3E @ 5.0%., & : 6.4%) TohH-o7-, AST/ALT
WIS R BEN G D@ > TeREICE - e A EFLIL, ®lETHY . BEFEIEIL 5.0%TH
o7z, BEEEOEMP TR EWREICE ST AEFRIL. EHTHY ., BEEIEIT 27% ThHh -
7= (5527421421H) |

BRBRIEDOB G R INCE > T EFRZ B LIBRE T 45 61 (6.0%) Thoiz, 2 FILlEIC
R BN FHSRIL, ALT BN ORSE (% 3 B, 0.4%) . AST 1, AL, EYmmuE,
PEI7. DERATE . Mgk, M/ MEAE (% 261, 03%) Tholz,

TRBR BT E A SUTTRBR O HHIERR I Xk 0 5B IK & O RBUR NG E SN o oG FIkIcE -
THEERZIT 16 ] (2.1%) THY ., 2 FILLEICED biz5503 ALT ¥ (3 61, 0.4%) .
AST B/ &% OSSR EEE (% 261, 03%) Tho7 (27421411 |
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25516 HFITFEITRETFEER
ALT 3 K& O AST 30

TEAE & L T ALT #8401 OY AST 0

AST B Y ALT BT & B ICHBRE D 326% TR bz, ZHODELROKRYT S L—
R1XiEZ2Tho, ZL—K3LLED ALT #M, AST #INEIZNEI 9.8%, 83% ThHh-7- (5
2742151 H) . IRBRIEL ORREBRNGE SR D o7 AST ¥IIE 26.3%. ALT H#Nix
26.4% T o7-, BEE ASTHIMEL Y ALT #ANX & HI2 1241 (1.6%) O#ERE TRO LI, £
D D HIRRIE L ORPERRNEGE SR o T2 FGUTThd 96 (12%) Tholo, KRIEEW
JHEDOIH & LT ALT ¥ TY AST A R & 2 < RO HALTZA, &G IEIZE o 7245 13
ZhZr 3 Bl (04%) KO 2 6] (0.3%) Thorz, 723, Hy's Law OILUEICE T D "JHEMED
HOPWHRE RO SN oTz (B 2.7421511H)

FE AR A B FE D < ALT #4N&% O AST H#40

BB EGOEBEINKE Do T-ATHERERE L AST TH V. 405 #i (55.0%) TIEBRIE DI 5B 1A
B2 1 7 L— R EOBIREO bitle, KRS L—R 006 1 ~OE{LTho7Ten, 7L
— K 3 ~OZIX 59 il (8.0%) THVY., ZFL—K 4 ~OZbiL 7 #] (0.9%) TRD LI,
AST HMARD H D £ TOYIF O FRAEIL 4.4 B /ME~RKME : 0.1 #l~111.1 ) THo
7eo ZibiTBBLe v TH D | AST EO AR ER A OMEIL 89.7%DHERF TX—2 T A
K & FIERSUIBVMETH o 72,

ALT & [FEROMM 23580 ST 1RO 5B IZ ALT $IN & 38D 7o i 1% 365 il
(49.5%) THY, IFEAENRTL—R 0L 1 ~ODELThHo7Tz, 7 L— R 3~DZ1kiX 70 4
(9.5%) THYH, ZL—F 4 ~O&E L 8l (1.1%) Th-o7-, ALT HMARRDLNDETO
MM O IEIE 4.4 (/IME~TKRAE : 0.13~96.4) THoT-, ZlbizBBLRAWHTH
. ALT 5O Ff& I E RS DB 90.4% DYEERE TX—R T A VI & AR UL RVMETH > 72,
PLEX Y ALT 8L AST ¥iNE, BBLRE=X VU oV alfe, 2 Or[WiiCTh v & B A HE
THo7T,

o

e L E B F R OMHTIZIX, MedDRA ZEAGED T ERS ) . TfJE EA) | [EifE) %5
Wiz,

OSAS TlE, miMERAEFER LB L IHBRE DEIGIX 374% TH O, D 95 HE<
(19.4%) 1227 L— R 3 LLEOFEENRGRO Hil, 1RBR3E L ORRERNGE S 720 T @il
JERSEH S & R LR B OFIBIE 263% CTh o 7o, BEELEMTEEFRS 2RO - RE 1
761 (0.9%) THY ., Z£D 5 BIRERIE L ORIRERPEE SN2 T 13 5 61 (0.7%) T
bol-, Flz, \milES V —ELEMEE MTEEITRED bR o Tz,

RIRIZE - =B MLEZ RO - ERE OEE (38 . 5.1%) XIIFEICE > - @ E 42RO 7
BERE OFEIG (10 B, 1.3%) 1JMEroTo, NSA ZUYA T —Z ORI G, N—R T A
LHARTR=AT A RIZKRER T L— FOZEITRD bR o Tz, 2 < OBERE D o flE
RERTHN—RAT A VRO 7 L— REHERF LTz,

PLEX Y SEIT S Toh D0, BEAETH- T,
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WHOE

WEUE BE F S OMENTIZ 1T, MedDRA FEAGED HEHUE | L0V [EYEECE] % AV, KA
B GACRBIT 5BEUE DR E LT, BEIR B2 ERE L, £ < O%A B U ARSEZ 4D
FEELDFIBEFEIR DT B D,

BT B S S 2 KB U2 1 39 B (5.2%) Tho=d, ZL—F 1 XL 2 i 26 4
(3.5%) TZL—K31X136] (1.7%) Thotz, 7' b— K4 EOFEGIIFRD LN oT2,
WElOWHEEFRBL E COMMOFIREIL 1.9 (F/IME~&KXE : 0.9H~77.00H) ThH-oT-,
39 B 31 Bl A~ F =7 L ORRBRENAEE SRR o7, 26D 31 H0 55 10 4
I OMBUEBEELNRO DN Q0D S . EERBEUEREFSIL, 746 B 14
Bl (1.9%) ICEH BN, Wbl hF =7 L DREERITIETE SN o7,
TRBRIED I G- 12 o 7o I BUE B S 4 2 FE Bl L 7 R B0 X 746 P 3 41 (0.4%) Th -
Too 746 BT 6 5 (0.8%) (IIRFE, 26 Bl (3.5%) (FILIEIZE - T BUEREFS 2 R EL L7,
PLEX D WBUERE LRI K > ORI ESTIERIT R <. BBORAEHRETH- T,

25517 GFBIREER
QTR

DEN QT R 2B L7-9BrE X 133 6 (17.8%) TH V., %< (103 #l, 13.8%) N7 L—
R1XiZ2Tho, 306] 4.0%) B7L—K3Thotz, 7' b—KALEOFERIRD L/
o7z (8 27443 1) , RBRE L OREEBRBEE I N2> 72 0ER QT IERIEL 103
(13.8%) IZE®O BTz, LEX QT EROHAFHRDFEO LAVIZHERE 1L 133 Flo 5> HEET
oI FREROTWRE L | PITH 72D, RELITIRRIE L ORRRIRIAEE S 4. RIS
XvEE L7, RIEICE-720LEX QT R (16 fil. 2.1%) KONEEIZE 72 LEXK QT LR
(19 B, 2.5%) DB bz, FEFILICE 72 LER QT TR 2 5 H L - B 13380 b s
Motz, LEBERXT—XOMHTIZE D . #BRED 6.2% T QTcF OX—A T A % OfEN 500 msec
HICEE) LTz, B IIERRTIX, B D 2.6%75 60 msec & 2 THIM L 7=,

BHRE D 1%BICHABNZZDOMO QT MIERICEET 5 H5 (EAGE) (XRMERIR, 17
PESENR, #RAR, B, BENR. OB, Kt ThHoT, T 0 HIEVESRIK, Bk, DS, &
T CIRERER DRI DO HEE A S vz,

UEXY, QT BRICEAL TURZEAENIFRERETHY, MY —F F KT M REDE
FERI e RFENRDOFEBL G GO B0 T2 2 L Dbl T =2 U 7 %47 2 13+ B B AT HE
HoT,

25518 ZOMOFETREFEERR
B MR FR B T 4
WUEPERIR BT, A BIEN il 2 & 5 2 ENE <, T ORBEEIGIIRCKEE & ik L
THARTEWI EXHE SN TWD (Cohen et al. 2003) , L7=3-> T, MIEMEMEEZZ OO
HEHTREFEFLLE X SMQ & AW 7o [V MR B E FR DR BEIA 2 5 L 7=,
SMQ’iéﬁ PR B BB R A et L 7oAl . Jilligse 7 61 (0.9%) . Ral@de K OVBUH#i
ZRDEENENZEN 16 (0.1%) THY., 205 BAilEsE 2 Flk ORalEZR 1 BlIXRRIE s o
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KIRBRNEE SN2 Do, ZL— R 3L EOFES HELRAEFRE L COREMEMEERE
HHRRIRO b ehoTz, BANEH TRIEMMREBEERITFRD bhrinoTe,

25519 EHEEEM
G i

Rl (65 A, 65 mlh L) DI TliX. 65 MRl DL TD TEAE OFBIEIG
1% 98.8%. 65 LA EDOEMTIE 100%TH Y, FHHEIGIIRKE RBENTRO LN, Eiln# (65
A E DR TRETRELZEMEOBRRITRD bRinoT,

BRAEFROREIEI S ITHERORLBIIRD bNRh o7,

ezl
PEBI O ER Sy AT Tk, B TEAE BIEEIAIEL 99.5%, ML 98.9% TH . REEIAIC
REBREBEWITERED D)o T,

RE
REERI (50 kg A4, 50 kg PAE) OEEMMENT CiX, 50 kg K DL TOD TEAE OFBLE|
13 98.8%. 50 kg LA LD TIL99.2% TH Y . HWHREIGITKEREWVITFR D biLeroT,

/NI FR AR e FR A D R

17001 FRBR (21T NSCLC A TIZARW A, 12 5l b 18 5Kl O/ NRERE ~ D& 56 & LT,
[Zadm—h 3, 4 KOS VBT 3BIRE ENTZ, 2R — b 30 1 FIBRMERRE~LV=T (7
L—F 3, IBBRIEE OBEAR L) ICE 0 BT F =T BRI LI2IE0E, IGBREOR G- ik
A HGAEFIZE 572 TEAE [T78 0 BTV,

B A NEH TOBRZ £

HARNEMNT OSAS L0 L RBEIGDE - - L7224 EFRIL ALT/AST $I0, i BRI IE
THo7T,

SAE 13 H AR N T OSAS & 0 b RBEIGITME o 72, BAR N CIx MM GRS 5
TR bR o T,

AANSEMTIX OSAS LV bIHEICE ST REATNEGNLZ VN, HEPIICE ST AFFRHH
FIA T A ANEN & OSAS & K& @ IT otz

XY, OSAS EBBUrhfETHY . ARANERIIRINRLZEMEDOREITR I TR,
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AN F =T 256 NXET7 4w hEYRTIZET DEER

256 ARRT4q4ywbEYRVICET SR
2.5.6.1 BEOER

25.6.1.1 EEXIZER
251125 H,

256.1.2 IRITODBE
2.5 1.2,

2562 ARRITqvh

256.21 17001 ABRFERN BRSNS ILRILAF =T DERKRMBADME
RET B EBEFBEED NSCLC

o EUERY T2 —WRIFIEDIRIEIE D & D BE ~ DB/ N R

17001 RO AR — b 1 ICEEND, 77 FFRHFZ G FFE XX PD-1/PD-L1 fuEikik
(2 K DA 70— IRIEIE DIRIEIE D & % RET R &85 7B D NSCLC BFIZxi LT, 'A~L
A F =T HEEI L [EEHE INIRPBO b (552.5432.11H)

ORR I 56.9% (95%{5#EIX[H 49.8~63.8) TH 7= (5 2.54.3.2.1 TH) ., ORR D 95%(5#HXH
TIRIZ, ZF—F1ELTHLNLDREIN TV TH S 30%% LA~ 7-,

BEA7 D MKI 1% KIFSB-RET (Zxf L CHZMEAMERW R (Lee et al. 2017; Yoh et al. 2017) 23% %
— 5T, BASAAF=TICLY RET A B OB N L TRBBO b (GF
2.7332.1.1.1 1) , 7=, B E LTO PD-1/PD-L1 BERIOFEIZ )b 5T A~L 0 F
=T ORHIZ X BINED bz (552.7.3.3.2.1.121H)

YA H F =T OEHIZ LV EER® LTz ORR LT PFS 1E, % 2.5.6-1 (R T2 iR I A K
T A R EN T D NSCLC DREAFD IR IR LARE OO BRI GBS F & el L C kRl Tz,

& 2.5.6-1NSCLC [2E T 2ERNDFEREICL H2FMME (BUAR)

Kigg/ | EEREA xR BE ORR DOR PFS 12% A
BEigE o Y fiE o Y fiE PFS £
BEVER 3 [Nivolumab 77 F T BEREE DR IE 19% 172 % H 234 H 19%
(Borghaei et al. 2015) AT AMITIERE (15-24) (1.8-22.6+) (2.2-3.3) (14-23)
NSCLC(292 #)
BEVER 3 |DTX+RAM 77 F WA O RRIER I 22.9% 7z L 45 5 H 7z L
(Garon et al. 2014) AT L 72 14T NSCLC(628 (19.7-26.4) (4.2-5.4)
i)

W55 © DOR =Z4hIi; DTX = R & %/ ; NSCLC = FE/ Nl it PES = MEH A 7R RAM = 5 A S /L~ 7.

o EUERY T2 —WRIFRIEDIRIEIE D 70\ BRI ~ DB/ N R

17001 RBRD 27— b 2 125 LA DIEER 22— IRIEIEDOIRRIE D72\ RET G & s F D
NSCLC BHFIZxI LT, B~ h F =T E G2 L0 BB/ NIESRD bz (5 254321
H)

ORR [T 70.5% (95%(5HEIX[H] 54.8~83.2) TH-o7= (5 2.5432.1TH) . ORR D 95%(ZHE X [H
DOTFRIE, aF—F2L L THONUOERESINTWERHMETH D 35%% LAl 7-,

O BT ORR L, NSCLC DBEAFD —IGFDAER L iz L CRiAr> 72, Drilon b 2MEAETS
WTH LA N UFE REBMUIOFAE G Sz RET @aE &5 T EORtildEE5 18 6 (—
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LA HF =T

2.5 ERIRIZBE9 HAFEREAT
256 X7 4y hEVRTICET DGR

WIBHE 14 B, —RIBE 4 B, 15 BN T 7 FFRBIR—2OHHEE) 2L ha A7 T 0 7I1Z
LE2—L72fE%. ORR (X 45% (PR 45%) Toh o7z #iESINTWD (Drilon et al. 2016)

17001

RER T REINTZE'ALAUL T =7 D ORR 1L, Drilon 5 D#WE LV @<, MEBZETA KT

AU TRIAN—ERFERERMED NSCLC 126 L THEIES W TWAIEHERRE LV b @ o7z
(F 2.5.6-2) . BEAFD MKI |Z KIF5B-RET (Zx%f L CHZIMEMEW S (Lee et al. 2017; Yoh et al.
2017) W& —FH T, BB F=TI2L 0 RET @A BE T ORI BT RN
bz (352.7.332.1.1.11H) , £7-. PFS bAEWER#E Z LAlD = &3 Sz,

MR 29 2 B D ORR (£ 47.5%CTH VD . BFRO Lz (852.7.3.32.1.61H) .

& 2.5.6-2NSCLC [ZE T 2ERNDFERFEOAEMNME (KaK)

Kigg/ | EEREA xR BE ORR DOR PFS 123 A

R Y fiE Y fiE PFS £

ESGEDS 3 | Pt+HPEM+Pembro EGFR B5 72 %> ALK 47.6% 1125 A 8.8 » A 34.1%
(Gandhi et al. 2018) S THREE D 72 W R IE (42.6-52.5) (1.1+-18.04) (7.69.2) (28.8-39.5)

J - NSCLC (410 f3i)

PGy 3 |PactCBDCA+Bev IV I IR EE O IR 63.5% 9.0 % H 83 » A 36.5%
+Atezo (Socinski et al. 52 NSCLC (400 1511 (58.2-68.5) (0.4-24.9) (7.7-9.8) (31.2-41.9)
2018)

ESGEDS 3 | Pac+CBDCA+Bev(Sandler | IIIB/IV 1] NSCLC (434 f3i]) 35% 7z L 62 %A 7z L
et al. 2006)

ESGEDS 3 | GEM+CDDP+Bev HEAT UL I DO IR T 34.1% 6.1 5 H 6.7 # H 7z L
7.5mg/kg(Reck et al. 2009) | NSCLC (345 f4i)

ESGEDS 3 | GEM+CDDP+Bev HEAT U I DO IR T 30.4% 6.1 5 H 6.5 5 H 7z L
15mg/kg(Reck et al. 2009) | NSCLC (351 4i)

FRIBE 3 | Pt-doublet IIB/IV ] NSCLC (602 fi) 30.1-33.1% e L 4047 » A | fH#leL
(Ohe et al. 2007)

B Atezo=7 TV ) X< 7 Bev= 1L X~ 7 CBDCA = # /LR 75 F L ; CDDP = 275 F > ; DOR = & HIH; GEM =
7 I Z B NSCLC = FE/INHI S ; Pac =737 U Z &L, PEM =X b L ¥ ¥ K; Pembro=-A7 1 J X~ 7; PES = fE1H
AL, Pt= 77 5 Al

IBRRAEZRIERT - PR ORIRERE Tk, TSR A LR A8 5 = LIx, KIICHRET 5

BRARIEIRZ BB T Do DICEE TH D, KBRS, NSCLC T, 77 4 F=7xunF =77
E?D EGFR Fnu X —PREARC, (LFERERTHL <A L dt FOBEKABRT, Lung
Cancer Symptom Scale 72 &2 & 0 5l U 72 BIRAEIR O ol & PG 20 R & DB et S vz,
T ORER. FTERBR., ORI ENRONTERTIL, BN oNR- oM & g LT
B R IER OUEN G LT Z E WA STV 5 (Kris et al. 2003; Beziak et al. 2006; de
Marinis et al. 2008) .

D OWED B UIBRARRERMEST - RO NSCLC IZBW T, BNHE 6N 5 2 LIXEKRINE
BROHDLEBEZALND,

2563 URY
256.3.1 17001 ABRFERNSEBRINDSCILRILAFZIDBERHREHE

17001 REROFERMN S, AN A F =T OFEGERFOTEY A7 & U CHERERE L O QT it
ERdbHIFons,
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AU F =T 256 X7 v bhEURIICET DR

256.3.1.1  FTiEERES
nmlﬁﬁft»&»ﬁ%:f%&ﬁbtW%%”muT%M&UH%T%Mﬁ%m%ﬁ<wf
b 243 6, 32.6%) TROOLNTCTD, HHERESIIEERY 27 LEX B,

17001 #BR Tl&, ALT B0 K% O AST #4003, HME&U%F@Em@#%T§<Mb%ht#\
ZORFZT LV — R 1 T2 Thote, DEBINEEZ ALT #150E AST 0% OVFEFE 72 ATES
WHEREZRBEL L2, 7 L— R 5 OFREFERITRD bivRnolz, EYERMETREICET 2
Hy’s Law OREYEICER L2 BF TR o7, Blsieda, ALT HEINAL N AST s, JiE i
WIIZ LV EHEAETH Y, KEPIEIZXVEIE L TV,

EMICIMERAE 217> THFEEZ T =4V > 7 L, ALT 89K OV AST BN L84
W, RIE, U EF IR X DB AT Z ENEETH D,

256312 QTEE
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