A 4
LN Repotrectinib
AUGTYRO ® ) 4 40 mg/cap

B 23 HEAE BE R EAMER
Biikds B EANBERR | B2 ZER

(Bristol Myers Squibb) ROS1/ NTRW

ROST MBI RESEHBRRE V>3 4°

> ROS1HIEEIR - 2007 &F - RBREREMEBAMPEE L ROST MEERE - R 7 ROS1 &
BERIE PRI ERERE ER  — -

>  E—EEY (Crizotinib) AYTEIL - ALK HIHIE Crizotinib #2838 %1 ROS1 EHERIFE/)\ Al A by
EBBEEY - 1% PROFILE 1001 #EgHI4R - FDA IR 2016 FIENZEHBEIERE @ £H
AL A EEEHERY ROST HHIE - 2

> IEMEEIEL G2032R AYEEIR - 2017 & - Gainor & A %38 G2032R AHIRTAZRE: (Solvent
front mutation) @8 % Crizotinib JAEXMWEERRE - IHRESIHIBEYEA ATP E51AI
2 EMAELREEY -3

> 55— ROS1 IFHIE (Entrectinib) B3R - Entrectinib BEZF B MR - BN HAIKNERHN
ROST1 EAHG B EREEDRFIIAENR - 25 STARTRK-1 #2 STARTRK-2 55 B2V 45 RAE AX
T 2019 £/ FDA 124 - *

> S ROS1T IHIE (Repotrectinib) BIFEE - Repotrectinib FRABRHHAIRAEE
(Macrocyclic) st 2RERBBIFDORENEE - HBIIHNE B RSN REE - K5
B ATP 5 MHGES - FHIE s ROST & NTRK EEE M - #R1E TRIDENT-1 & i4E R
N AL TKIAEREESB TKI A& (2 G2032R Z2&) WBEEEXN -
Repotrectinib S 45 2023 4 %715 FDA s £ - °

NTRK IIFIBIMN R REL EEREHR 57

> NTRKHMEEREBRWEIR - 1982 F - RBREABEAADHEE L TPM3-NTRKT @& E
BEEIFEAREHEEY)  HERABEZER -

>  HE—L%EY (Larotrectinib) £ - E2 L EE—ER MR VAR E /A D EIEEEERREL
zh) - B NAVIGATE B4R - 2018 &£ FDA 2 ERRE NTRK A EEEE - °

>  5—1 NTRK Z4R9E R - Entrectinib EFEEREENMKISHRZE S - st RIKERRAE
B FEMAE T EEA NTRK 51T - Bt ROST BAEM - 7

> MENER - NEBRHIE GS5R ATENARESHEEESNEY  BREYFLLES - °

> 5 _{{ Repotrectinib f¥it4E - EXIRAEB=RATRDSRENWREE - WiRIE TRIDENT-1 3
BREER - 1R 2024 & FDA AR NTRK (B4 B EEf8 g 2 8% - °

%
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= BB EAE (FDA 5 2023 &£ 11 Bz L) >°
> ROS1 EHB M~ BEr G s @ HIE/ \AmERI B ARA -
> NTRK EERISEBHMZEREENAARA  TEFSMUN=IE®EG : (1)B NTRKZEERHS
(2)7}%@@%’4&*%@%@%%  HFEMIBE TS RERERR (3) B REERE(L - 58
BB AEEIE -
lg;[‘;; AERERET/EARAmA AR BZERIE

Adult patients with
locally advanced or
metastatic ROS1-
positive NSCLC.
(TRIDENT-1 trial,
NCT03093116)

Ref: N Engl J Med.
2024 Jan 11;390(2):
118-131.°

Phase I-Il trial.

122 ROS1-positive
locally advanced or
metastatic NSCLC,
ECOG <1, measurable
disease. (71 Tx-naive
pts; 51 TKls treated pts)
Pts with symptomatic
brain metastases were
excluded.

[Tx-naive Group]

(Median f/u: 24.0 months)
ORR: 79%; CR: 10%

ICR-OR in brain mets pts: 89%
mTTR: 1.8 months

mDOR: 34.1 months

mPFS: 35.7 months

[TKIs treated Group]

(Median f/u: 21.5 months)
ORR: 38%; CR: 5%

ICR-OR in brain mets pts: 38%
mTTR: 1.8 months

mDOR: 14.8 months

mPFS: 7.9 months

[Safety analysis]

Grade = 3 TRAEs: 29%

TRAEs leading to discontinuation: 3%

Repotrectinib 160
mg PO QD for 14
days, followed by 160
mg PO BID

Adult and pediatric pts
> 12 y/o with solid
tumors with NTRK
gene fusion and
locally advanced or
metastatic or where
surgical resection is
likely to result in
severe morbidity, and
have progressed
following treatment
or have no
satisfactory
alternative therapy.
(TRIDENT-1 trial,
NCT03093116)°

Phase |- trial.

88 pts with NTRK+ solid
tumors were enrolled in
TKI-naive and
pretreated cohorts.

[Tx-naive Group]
(Median f/u: 17.8 months)
cORR: 62%

12-months DOR: 92%
12-months PFS: 64%
[TKIs treated Group]
(Median f/u: 20.1 months)
cORR: 42%

12-months DOR: 44%
12-months PFS: 23%

[Pts with CNS metastasis]
ICR-OR: 100%

[Safety analysis]

Grade = 3 TRAEs: 29%
TRAEs leading to discontinuation: 3%

Repotrectinib 160
mg PO QD for 14
days, followed by 160
mg PO BID
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Ref: Ann Oncol,
Volume 34, S787-S788

BRI

1. TRIDENT-1 2 #Asia E o — BB A 7 S0 EA S E R 4 ROST EHFGHRIE/ NIMEMEERE - EARE TKI A%
BY4HBIS - repotrectinib EBEEARAEES 79%MEHRER - B DOR 1 PFS UM REZFRIL=F - #HEEZ
T - —#&R{EH crizotinib 3 entrectenib FEIERIERAE - PFS U5 515 15.7 @A 19.3 EA - MEL TKI
AEEERNARID - repotrectinib AEEEI 38%MEHRER - L2 MHE - F-AU aBEBARIFERS

29% - EhERN—IEAEE - ILRIFFRAERE FRR AR T EPESLR TRK ARAR - REIERMEFEEL

RIRIEE 3% - BRERNEREBYWALTHNTRER

2. TRIDENT-12 St S —#BAIMEE NTRK e ER 7 EREREEE (BB FtEEMBLEE -
FEARAE TKI FABAYVHEBI S - repotrectinib BEABAEES 62%MEEHRER - T—%F PFS & 64% ; E& TKI A
BEREEARIT - repotrectinib NEEER] 4% EEI R EER -

cORR: comfirmed objective response rate; CR: complete remission; ICR-OR: Intracranial objective response;
mDOR: median duration of response; mPFS: median progression-free survival; mTTR: median time to response;
NSCLC: non-small cell lung cancer; NTRK: neurotrophic tyrosine receptor kinase; pts: patients. TKls: tyrosine
kinase inhibitors; TRAEs: treatment-related adverse events.

TRIDENT-1 Trial: Repotrectinib in ROS7-Positive NSCLC

Study Design (S) & Patient Population (P) J| Intervention (1) : ~ Primary Outcome (0): cORR

() « Phase Il trial. [Tx-naive Group]  [TKIs treated Group]
' 'Ros1!* 122 pts with ROS1-positive locally Repotrectinib
\l advanced or metastatic NSCLC. 160 mg PO QD
(+)
.27 |« ECOG 1, measurable disease. for 14 days,
» 71 Tx-naive pts; 51 TKIs treated pts. followed by
: : 160 mg PO BID.
= Excluded pts with symptomatic
brain metastases. Median ffu: 24.0 months ~ Median f/u: 21.5 months

Secodeyoucomes 0 |

[Tx-naive Group] [TKIs treated Group)

¢ Grade = 3 TRAEs: 29%

» TRAEs leading to
discontinuation: 3%

Abbreviations: cORR: confirmed obj rate; f/u: follow-up; mDOR. median duration of response; mPFS: median progressian-free survival; ) ) . -
mTTR: median time to response; NSCI.C nmsnwil cell lung cancer; Pts: patients; TRAES: treatment-related adverse events; Ti: treatment. ref, N Engl J Med. 2024 Jan 11;390(2): 118-131.
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TRIDENT-1 Trial: Repotrectinib in NTRK Gene Fusion Positive Solid Tumors

Study Design (S) & Intervention (1) 7 Primary Outcome (0): cORR
nAtien Population__(P)_ — . [Tx-naive Group] [TKIs treated Group]
« Phase ||l trial, Repotrectinib :
160 mg PO QD for 420/
+ 88 pts > 12 y/o with @ 14 days, followed L 70
solid tumors with NTRK by 160 mg PO BID. .

NTRK
gene
fusion (+)

Median f/u: 17.8 months ~ Median f/u: 20.1 months

gene fusion.

+ Locally advanced or
metastatic, or surgical

Secondary Outcomes (0) /\  Safety
resection likely to a

result in severe [Tx-naive Group] [TKis treated Group] - Outcomes
maiidity. 12-months DOR: 92% [} 12-months DOR: 44%

* Progressed followin ,

trea%mem or have ng 12-months PFS: 64% 12-months PFS: 23%

satisfactory alternative
therapy. l [Pts with CNS metastasis] « TRAEs leading to

+ Enrolled in TKI-naive and discontinuation: 3%
. 0, i d
pretreated cohorts. ICR-OR: 100%
Abbreviations: BID: twice daily; cORR: confirmed objective response rate; CNS: central nervous system; DOR: duration of response; f/u: follow-up; *
IGR-OR: Intracranial objective respanse; NTRK: neurotrophic tyrosing receptar kinase; PFS: progression-free survival; PO: orally; Pts: patients; 0D:
once daily; TKI: tyrosine kinase inhibitor; TRAES:; treatm adverse events, Tx: treatment. ' ' 1ef: Ann Oncol, Volume 34, S787-S788.

Bt R BEEASERIER '

> BN EEBILE (10~30%Mm A BB IR EIEA)

> MREBAEEER : MARTE (79% ; 3/4 # : 84%) - MBI (43% ; 3/4 48 : 10%) -
REP IR (34% ; 3/4 # 1 9%) ; aPTT L7+ (26% ; 3/4 # : 0.3%) ~ INR 7 (23%) -

« Grade 23 TRAEs: 29%

AERFEREREIERY

> RREIFR (220%) 815 : 8E - KEER - BEOLRE - B - BREZ - ES - Bk
a8~ moRIPEEE - HLPEED - B0

> EithJZRARIEAUET :

1. MERFEIER : 588 (65% ; 3/4 4k : 2.8%) - IREEHE (54%) - BE@ARE (49% ; 3/4
R 1.4%) ~ BENKF (28% ; 3/4 & : 0.5%) ~ RBHINEERE (28% ; 3/4 % : 0.5%) ~ 8&F&
(19%) - REBEE (12% ; 3/4 4% : 0.5%) -

. ZBMEER  BE (30% ; 3/4 % : 1.2%) ~ /KB& (15% ; 3/4 #4% : 0.5%) ~ )& (9.2%) -

3. IRBEALHEEIER : @ (38% ; 3/4# : 0.2%) ~ T&/0 (20% ; 3/4 #4& : 0.7%) ~ IE)R (14% ;
3/4 4k : 0.7%) ~ &t (12% ; 3/4 #& : 1.2%) -

4. WkZamEgESERIER : WIREZ (30% ; 3/4 4 : 6%) ~ Xk (18% ; 3/4 4k : 0.2%) - fib
R (1% ; 3/4 4% 1 6%) ~ BEMMMR 3.1% ; 3/4 % : 1.2%) °

5. SBRINAGERIER : IAREN (20% ; 3/4 #& : 2%) ~ INRSE (13% ; 3/4 & : 0.7%) ~ EXA
(3.8%) -

6. RHMRIER : BBE LT (16% ; 3/4 8 : 3%) - BERANE (1% ; 3/4 4% : 0.2%) *

7. AL EEIER : [BRE (9%) - KR (6%) - £ (2.6%)

AEMERSE  EERY - ARHEEEERN AN - JBinfermation 2025

i

ol



E

AENEHSE  BERE AR NEE SR e RN B - JBinfermation

EREHEEE . CPK EH 61% ; 3/4#% : 7%) ~ GGT £F (50% ; 3/4 #% : 13%) ~ AST EH
(41% ; 3/4 #% - 2.9%) ~ ALT EFH (38% ; 3/4 # : 3.3%) ~ Mk EFH (33% ; 3/4 #& : 0.2%) -
ALP EFH 29% ; 3/4 #% : 2.1%) ~ [#E EFH (26% ; 3/4 #& : 2.4%) ~ FRB& EFH (23% ; 3/4 4} -
12%) ~ B TP (22% ; 3/4 4% : 6%) ~ M EFH (22% ; 3/4 4 : 0.7%) ~ [MHE FFE (20% ;
3/4 4 : 0.2%) -

SREEEYVETIRRGRER - PRWENEIFR - 85  ZYEXRSNEIER - RAERFTBVER - 28 FHE
RE M ZEY R D] BERITER -

ZYRIFRANERERERREMR LG HNE RSEMHELE (Common Terminology Criteria for Adverse
Events, CTCAE) - BEAAHEIBEAER(LE SRR  MRERESUNBREESR - SUDRBERERTNF

RIDEE  DREM (1 4R) - PR QRAK) - BRECR)  Ban GR)IIET SR - E84E 3 R LEWEIERK - F
BEENARBHETHSHBNEE , ERLE4REY  AZSFEERNTABERERE -



> B4 XFEUBH-REERERA ; ZBBHMR - AOZEENERE -
> FBERRKTZER 2THRBE  HEBEIREARKPLUREEZYIRIL -

> ATrclRESNRZEERERN - ARBERE - NMIBEFRERE - U2BRAMEEE -

AIERE
> BINEEAREZEE .
o HRNEBEZDNEBINEREREA (Cler: 30~90 mL/min) : EEREE S -

o HMEEBINBEAZ(CLcr: <30 mL/min)ZEMEA : ULERH A 2 280 B 1R 5 R4

jD:ElJ o

> HFINBEAZRE .

o HREENINBEARERA (T-bil 1~1.5 {FIEE ERE AST KIRIEE LIRIE) : BARE

S

B °

o HMPEEEMINEAZRA (T-bil Xt 1.5 BIERE LIRME) : ILHERA ZZEESBEIRE

R -
> HARKREREISRER
160 mg PO QD 160 mg PO BID

120 mg PO QD 120 mg PO BID

80 mg PO QD 80 mg PO BID

> HBARRERVREEARE

BERE
hEME | FOTEN_R | > BEMEEEHKES 1 BUTE) -
FRERE > R T LU B M — I B A
£=4 > BEEEEIREE 1 EUTE) -
> REELEE— I E R E R a
=04 > KA -
MEEE | £ > —DmREEN  EEmEE
= > RRRIE MG - BIKA S -
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FEl | 254 > HEREEIREE 1 AUTE) -
> EIUBRRE - RS S A -
> EETRFSHED - BIUERRE - BILEE—RY
| 8 B 3 A 3 -
B4R > HEREEIREE 1 EUTE) -
> R L R — ) B B B AL B -
> EIUBRENRE - BIKA S -
> EZBEERESR KRS
AST/ALT AR 3 | »  Hafsi -
(=% IR -
8 T-bil AR 1.5
f=IE% e
CPK EF |CPK5~105E | > #{SMmES CPKEZE 2.5 SEE FIRELT -
= EiRE > RSB RE B AT -
CPK AR 104 | > EE=EEEs CPKEE 2.5 =S FIRENT -
EREIRENE |5 pemymE—anssyis -
_ X CPK5~10
f=IE% e
=R | E=HNA > HEREEIRES 1 BUTE) -
A > R T L B o — P B A T -
HtFE | @mifeSE— R | > BEREIREE 1 EUTE) -
R SREZ/E > mmERKkE  EEUERENEE—RE RSN
> EIUERFRRE - B R
> EIRL R - RES - BN .

> HEYSTHFRZESREE

ZEIRBERTRKRE

> HREFRARECRATE

HR N <EMREER>
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BlfEF R RRIR/EHZ B RRIFSEELLR

DEMAE | IZE - EFKH
FRKRIE | AFRANFEHE

BER:T7% ; 3/4#% : 4.5% -

PB4  7~15 K -

HiZEMBREEHAZ ; BREMSHEE 9% ; 11% -

ERHMINEE FEMBLIFAHE ;| BTSN KAIFEELL

R 2% ;21% ; 0.5% -

EREDPERMERER - B2RERIMEFEE -

RRERBREEEETHERENIFE -

BER:31% ;38 :12% -

BB AR - 45 K -

Kl ALT/AST LA M/AE = FRZES AR B S5 KA FEE

1.4% ; 05% ; 1.1% -
EEERBEABRENLIRNITIRETER -

RREREEEEETHSRENIFE -

ALT EFAESEAER 1 38% ; 3/4 4% : 3.3% -

AST EABEER  41% ; 3/4 4 : 2.9% -

ALT/AST S Ugl EFHRME : 15 K -

K ALT/AST A M/AEFRZESRREEE  2.8% ;

1.2% -

gZzFr—EATE ) EmEEN—X - 282/ VS HER

_:A °

RRERBREEEETHERENIFE -

PIARERBEER  13% ; 3/44 : 0.7% -

AP U EIEE AR - 19 K -

EZEF—EATEVEMHERA—R CPK - ZEIZRER

R - WEENRNAERAE

RREREEEEETHSRENIFE -

SREMN | BE - REFD BER 5% ; 3/4# : 0.7% - E—IRARBESIRER

fiE PEEERBREMEARKEBEE -

B aEp e E BRI MR 2E -

RRERBREEEETHERENIFE -

B RETBEMNEN N AERANE -

BEREREPME : 71 X -

0.3%mARSITMEE =R -

EEENBIAEBERNZRE - EEEENE - B -
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> HIRENTE
BERENY R AZEIB K - NEOJgES AP HAR A T B e -
HRBEBUEZ X MRE - REPBEFER 2 BRAAFHEFER2ER ;, HRBEUERE (B
BolpEZ X M m) - IREHBRFERE 4 B RF TR 2EN -

> HEINTE
BRIEEAZEI T D h 28 - BEREHBEFER 10 RNAR BRI -

> HEBEINTE
REBABERFHVHRZER  FEMRBUERX U IERESENZRFE -

"‘l-

YR EER
m+$§%«cvp3A4msa BE%4ZER glucuronidation #E4T Z#RIH - ABERAISLE H A HHY)

A\

> Kﬁj bnﬁL CYP3A4 -~ CYP2B6 ~ CYP2C8 ~ CYP2C19 ~ CYP2C9 S EME M
> REZHNE P-gp - BCRP B OATP1B1 - @R BECSE P-gp E’\JEE °
A NS I RIS R T YRR

v
!
X<

AUC & BEEZiRE
CYP3A4 #NHIHIEL P-gp | Repotrectinib ZIEWH - ERRIAER CYP3A4 HIH
HDHIBE (itraconazole) AUC EAES9E B  FHESEFEZEIZES EFEERHHEEER
Repotrectinib -

CYP3A4 FFEH|EL P-gp | Repotrectinib ZIEIEA -

FEE (rifampin) AUC BZ1E 92%

CYP3A4 Z&E Midazolam AUC | It A - @il AO RG22 - BIREGE
(midazolam) 1€ 69% BEREEHZAI -

ERRESRIER 1°

> HEE : aFERS EUW?E%Z (AST/ALT/T bilE#E  EEF—EAPEVEmBEER—XIE
g 2EZ2VDEHREN—

> IMFKEE : ) Fau,Li,éFHHF'ﬁ DRI MARBEEUE -

> CPKEANEMR : BZE—ERPEVEMEBEREAN—RCPK - ZERBZBRKREEZER - WEHE
AR AE -

> EMEER  BFENEERASEPERHERER  AFHEE AT PEMAEREEER
EHINEERHERBAINEEER -

> ERIEREAR : A 2 HA R B R A 0] N IR 365 i AR 4 I O [ 8 B &7 [

> SAERRHMAEIRIAE (ERALEEB O HES) -
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>

ROS1 &t - ROST EFFIE4I1h NSCLC BER 1-2% - FEHARY ROST 117 (40
Crizotinib B Entrectinib) A8 - BERIAEZSSEGINEMEE - ARE R - 498 30-
50% AT 2 E2 G2032R A TEIRT B ZREE (Solvent front mutation) Bk - RS D - [R5
MEIZEE (G) A 7 ISR ARIEIEEL (R) - 22T ATP A5 IR ELE IS EIfER - B
Crizotinib B2 Entrectinib R#&BXEMBAIENES @ EMEREEN -
Repotrectinib Rt - Repotrectinib 7 ROST ~ NTRK &2 ALK #IHIE - BRI KIRAS
& (Macrocyclic) 85t - BFED FRRBEHR/NBEEBES - 8E2MINTAR G2032R REMTEMH
ZEREER - AMEREBRIIHIEF IR ROST - EREHIHEIZ G2032R =&/ ROST - LEAMNEINE
#f NTRK G595R/L SRETNEANHIR - BEAHE N Fsl S EERE - EMmBILRARIE

1)

Figure 1 Binding of repotrectinib to ROS1, TRKA-C, and ALK kinases with solvent-front substitutions.
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RERPIMBESHKRAE—RX - MBESHMR - FOZEERERA -
ABEEBREKTEER - ZJHF‘%H £ WEBEISEARKPDREEZEYIFUL -
Gl iREREE R - RIPGASEE - MABEFRBHKRE  U2ZRAMEEZ -
NEFEREMZEY)  FEMMEESEBREM ZBREIER -
FEW HMFEESYIREEEEYNRS - EREIERABSEXR LA - REPBFEREOIZE
B - HFREYIESEUR -
6. REET[GEEEHKIESE  FAINEE FIFREIEENINEE FREERIER - EAPIERMEERE - 55
BRIER e EE -
7. ARZEOH EEF*HEW%%Z:E&HE . Hﬂiﬁﬂéé* - A%ERE - sk - KEEAS - SiBkEIERIFE
A - aEHBEBMUTER - ARG EEN B EREIRE

G s e e

PEE - BT EHER  28HL)E £ 5 | HEINRAESE - B8R - BOE
RA0HE - }I%jﬂsﬁﬁ CERRE - RERRPERE o |0t RXBR - GLIERRE
HIRAEZZ - [FIREZE - s BAENALNE - REF /DR - MK -
IR AR R - R EESES BIRRRE  BFRE

8. ERLEMBUE (ERRYEKENBETENK )  EBEEIZEONRIANENNERY - LR
FOBESZA -

9. RZERE - EAFEEBZEE  FEHNENEM - X MBERENBAFERE 2 MHARE
R ZE  SUEE (BEE Yz MR m) - REPBEEEE 4 # B AT T EZ
afft - FBEROREZ2ZEDSNVEZIER - AAZEGEEDRBE2ERY -

10. B RE - WWEKNNBHRIATH D MAHRTBRITER - W[ EFEER 10 HAEA
BRI, -

1. BIfERZEMA 3 =t 4 REVFRRZEIERBELZ A AR ER AR -

12 BRPRESAIIRE : FTHE20 - MAREE - CPK ~ SPABFRASAEAR ~ I IRIEREAR AL SEM -
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