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> BEEHT HER2 BEHRHUAS trastuzumab BTN - RIEBRFEREK anti-HER2 B9/ F TKI - U5
AR trastuzumab AU ZEMEERE - BIMNEZDIZFE MAGREE - EMEAEHIREREAMR -

> 2007 & - &{E HER2 TKl-lapatinib #3=El FDA #% & A7 HER2 (514 - MHAZLEE 3 EM
SHPEE - MR BB capecitabine - G lapatinib FAREBE L RERERSE
TTP - MEMES (HR) % 0.49 - EERF - HER2 B ER M I EN _FaBEEHAR -

> BRE HR+ILEBERIE - $H¥/F&% HR+/HER2+ BRI ERHE A - lapatinib B HIRAGH]
HITE (Als) FIEHHEDAR 2010 F£ES FDA AOEEEZ D -

> AEIREZE - 5= pertuzumab B anti-HER2 ADC: T-DM1 B2 T-DXd s EERISZAR AR -
HER2 BB MM — R AZ TN S S AN MR S B S Re 8 —BROAPTHUL -

» 2015 £ (CEREBEL s5#) : %5208 1 Lapatinib + Capecitabine &2 Trastuzumab +
Capecitabine fEFRF SR IWR - ARER - MATERKER T NEEOER FTHBFTE
HEZE - BRRNEE Lapatinib EEME HE LEPRWEZFE N - BEBEREHE L - X
FIRLER Trastuzumab FORKEERZIZEHI R -

» 2020 £ Tucatinib YR : F—HNSEEM HER2 TKI : Tucatinib fEtt - EAg4f 455
HER2CLIMB FEE& - £ Trastuzumab + Capecitabine B9EH#E _EAIA Tucatinib - BERRMAZ
REAE  NMESEERERBERGEEE (PFS) - BAeBENSHERBZER CNS-PFS # OS -
S 1E18 Tucatinib ABEEE FDA &R - AR EISEER 2 HER2 (SR EEER TKI %
) -

& RIE FESE (FDA 1 2020 & 4 B#og £r) 467

> Bl Trastuzumab # Capecitabine &AM AT EAEIATIREZ M HER2 BB RLIEAI A
AEE (BEECRENERNEE )  BHRERTEBHMERISESIB—IEN2EN HER2 &
% o (BE 2025 FE i TFDA 22558

> i Trastuzumab & EERARAE RAS BFER (wild-type) ~ HER2 Bt Z S ATIBREEER 14 K
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In combination with
trastuzumab and
capecitabine for Tx
of adult pts with
advanced
unresectable or
metastatic HER2 3+
breast cancer,
including pts with
brain metastases, >
prior anti-HER2-
based regimens in
the metastatic
setting

(HER2CLIMB trial,
NCT02614794)

Ref: N Engl J Med.
2020 Feb 13;382(7):
597-609.

Double-blind RCT.

480 pts = 18 y/o with
advanced breast
carcinoma, previously
treated with trastuzumab,
pertuzumab, and T-DM1.
(Pts previously treated with
capecitabine or anti-HER2
TKIs were excluded.)

(2:1 ratio to tucatinib or
placebo, in combination
with trastuzumab and
capecitabine)

(Median f/u: 14.0 months)

mMPFS: 7.8 months vs 5.6 months
(HR: 0.56, P<0.001)*

mMOS: 21.9 months vs 17.4 months*
ORR: 40.6% vs 22.8%*

[Among pts with brain metastasis]
mMPFS: 7.6 months vs 5.4 months
(HR: 0.48, P<0.001)*

Median CNS-PFS: 9.9 month vs 4.2
months*

[Safety outcomes]

Grade =3 AEs: 55.2% vs 48.7%.

AEs leading to tucatinib/placebo
discontinuation: 5.7% vs 3.0%.
Most common AEs in tucatinib
group: diarrhea, hand-foot
syndrome, N&V, fatigue.

Tucatinib 300 mg PO
BID or placebo PO
BID, in combination
with trastuzumab LD
8 mg/kg once,
followed by 6 mg/kg
IV Q3W and
capecitabine 1000
mg/m2 PO BID
D1~D14in 21-days
cycle.

For all 3 drugs,
continue for 6 cycles
or until disease
progression.

In combination with
trastuzumab for the
Tx of adult pts with
RAS wild-type HER2
3+ unresectable or
metastatic CRC that
has progressed
following Tx with
fluoropyrimidine-,
oxaliplatin-, and
irinotecan-based
chemotherapy.
(MOUNTAINEER trial,
NCT03043313)

Ref: Lancet Oncol.
2023 May;24(5):496-
508.

Global, open-label,
multicenter phase 2 trial.
114 pts = 18 y/o with
chemotherapy-refractory,
HER2-positive, RAS wild-
type unresectable or
metastatic CRC.

(Cohort A: tucatinib +
trastuzumab (45 pts);
cohort B: expansion with
tucatinib + trastuzumab
(39 pts); cohort C:
expansion with tucatinib
monotherapy (30 pts))

ORR by ICR in cohort A&B: 38.1%;
CR: 3.6%

mDOR: 12.4 months
Tucatinib-related severe AEs: 3%
(AKI, colitis, and fatigue)

Tucatinib 300 mg PO
BID plus trastuzumab
LD 8 mg/kg IV, then 6
mg/kg Q3W (cohort
A) until progression.
After expansion, pts
were randomly
assigned (4:3), to
either tucatinib plus
trastuzumab (cohort
B) or tucatinib
monotherapy (cohort
0
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B2 PFS DI PIEMAS PFS (EEEES - 317N tucatinib MERREBA N HIKEZ BN - REIERMm SR EE
FIEEEARE] 6% - WML EMMS tucatinib BEABSMSAZER -

2. MOUNTAINEER #5228 27 HER2 B ARBEBERE AT - #H anti-HER2 #1482 trastuzumab &2 TKI-
tucatinib S EAREESI 38BN BEEH R E - BEARBHIRATEAFTTIUE 12 BENMR - EEHRME
HBREAEI A4 5B A trastuzumab+pertuzumab (32%) 3 trastuzumab+lapatinib (30%) &St ; B
B T-DXd BT 45%MEBRME - MZE2 M A EE HER2CLIMB 5B - REARRELLERAS - 218
TR AEEIR -

® CRC: colorectal cancer; HER2: human epidermal growth factor receptor 2; ICR: independent central review;
LD: loading dose; mDOR: median duration of response; mPFS: median progression-free survival; mOS:
median overall survival; ORR: objective response rate; Pt: patients; Tx: treatment.

HER2CLIMB Trial: Tucatinib Combination in HER2+ Metastatic Breast Cancer

Study Design & Patient Population (P) m0S: 21.9 mo vs 17.4 mo*

cancer (incl. brain metastases).

Primary Outcome &
Median Follow-up

Median Follow-up (f/u): 14.0 months

ORR: 40.6% vs 22.8%*

previously treated with trastuzumab, | .
pertuzumab, & T-DM1.

6z Y &,

Tucatinib ~ Trastuzumab  Capecitabine
(Targeted)  (Antibody) Chemo)

Tucatinib 300 mg PO BID + Trastuzumab IV Q3W
+ Capecitabine PO D1-14 (21-day cycle)

o Y &

Placebo  Trastuzumab Capecitabine
(Antibody) Chema)

Placebo PO BID + Trastuzumab IV Q3W +
Capecitabine PO D1-14 (21-day cycle)

Double-blind RCT. N=480 pts = 18 y/o,
advanced/metastatic HER2 3+ breast
)

mPFS

(Median Progression-Free Survival)

HR: 0.56, P<0.001*

Placebo Combo:
5.6 months

Tucatinib Combo:
7.8 months

Brain Metastases Subgroup Results

[Among pts with brain metastasis]
mPFS; 7.6 mo vs 5.4 mo
(HR: 0.48, P<0.001)*
Median CNS-PFS: 9.9 mo vs 4.2 mo*

Safety Outcomes 4\

Grade 2 3 AEs: 55.2% vs 48.7%
AEs leading to discontinuation: 5.7% vs 3.0%

¥ ¥V 2o

Diarthea  Hand-foot N&V Fatigue
syndrome
Most common AEs in tucatinib group

Study Design &

Patient Population (P)

Global, open-label,
multicenter phase 2 trial.
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MOUNTAINEER Trial: Tucatinib in HER2+ Metastatic Colorectal Cancer (CRC)

; . Primary & Secondary
Intervention Cohorts & Regimens (I) Outcomes (0)
Cohort A Cohort B Cohort C
(I“itial' & pts)

¥ Y &

inib b Tucatinib
= % (Oral Targeted) (Armlmdy} (Oral Targeted)  (Antibody) (Oral Targeted)

Primary Outcome:
ORR by ICR in Cohort A&B

38.1%

(CR: 3.6%)

Secondary Outcome: mDOR

12.4 months

Tucatinib Tucatinib Tucatinib

«114pts=18y/o 300mgPOBID ~ 300mgPOBID monotherapy Safety Outcomes (S) A
with chemotherapy- + + (until =
refractory, e T sfiamab progression). Tucatinib-related
HER2-positive, LD8mgrkglV,  LD8mgrkg IV, i severe AEs: 3%
RAS wild-type then 6 mg/kg then 6 mg/kg
unresectable or Q3W until Q3W until .._R"“;ﬁ;’)"t“g ;sﬂ%md &’ m i
metastatic CRC. progression. progression. after expansion AKI  Colitis Fatigue
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> MBBHEEIER : AAMIKET (59% ; 3/4 4k : 3.3%) ~ MEIKED (39% ; 3/4 4 : 12%) ;
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- =
EE
>

>
1.

vk

o =2 0 0N o

- O

S8

FEREREIVER® UTRFRAEMBER AT 2B 4E%R)

BREER (220%) 81 : IER - ES - 5 - B0 - 18R - BRERERERE -
HithZ 2 ARIERUMT :

E5MUEIER  RE (44% ; 3/4 4K : 2.3%) ~ 1% (20%) ~ F1288 (19% ; 3/4 & : 0~1.2%) -
i HEA & (21%)

BEEAHEEIER : 188 81% ; 3/4 4 : 12%) ~ &/l (58~64% ; 3/4 #% : 3.5~3.7%) ~ &t
(16~36% ; 3/4 #& : 3%) ~ BEME (21% ; 3/4 #& : 2.3%) ~ B (14% ; 3/4 4% : 1.2%) ~ =R
B3k (32% ; 3/4 #R : 2.5%)

RELEBEIER : %2 (20~37% ; 3/4 #& : 0~0.7%) - FERE1E## (Capecitabine W FH Z &I fF
FH (63% ; 3/4 4% : 13%))

DMELEEIER : SIME (17% ; 3/4 4% : 7%)

MBS EEIER : 5% (17% ; 3/4 4 : 2.3%) - EE&E (15~16% ; 3/4 #& : 0.5~1.2%) »
AR (13%)

IR % At e fi 2 S ERIER © 2 (16%) ~ IFIREEE (14%) ~ RS (12%)

S ERIER : H5EM (42% ; 3/4 # : 9%)

RBERIER : BRRZE (19%)

W LFRIER : BERERE (13% ; 3/4 4 : 0.5%)

BEHLEEIER : &8 (10%)

EREJERE : NIBEE 7 (58%) ~ [#ELF (% ; 3/4 4% : %) ~ ALT 7t (46% ; 3/4 #& :
8%) ~ AST £F+ (43% ; 3/4#R : 6%) ~ REALZ L7t (47% ; 3/4 4% : 1.5%) ~ ALP E£F+ (26% ;
3/4#% 1 0.5%) - BEHE N&E (% ; 3/4 %% : %) ~ BN (28% ; 3/4 # : 2.5%) ~ EILEF (36% ;
3/4 R : 6%) ~ KMk (59% ; 3/4 % : 8%) ~ 1EMEE (40% ; 3/4 #& : 0.8%)

SRS ETRARCER - FTRESNEIER - 81  EVASHEIER  RAERRRWER - HZ2ENHA
REthZZ R D] BERITER

EZYEITFRNE R EHEEREEMNERGIEINE REMHEZE (Common Terminology Criteria for Adverse
Events, CTCAE) - B RMMMBE A BEZ(LERERE - FIRERESUNBREE IR - BUIBREBRERANSE
RN DREM AR PRRA)  BERHR BB ERILT G R - 254 3 R LWEIERR - F
BENARBEHETHSRARYIFE ;, BERLE4RER  AZTREERNABEERRE -
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> BIMEEAZHRZE .
o HMEEEFDIEBEINGEAZEA (Cler: 30~89 mL/min) : H R 2
o HREFEENSEAZMWA (Cler: < 30 mL/min) : EbiﬁﬁAZ%%Eﬂﬂ%ﬁhﬂE?ﬂiﬁﬁ% o

> MINEEARZRZE .
o HREEEDPEMINEAZREA (Child-Pugh A orB) : EBREEE -
o HREEMINEAERA (Child-Pugh C) : IE#85& A tucatinib AUC BIEEAZ 1.6 5 -

2RI =X 200 mg PO BID.

> BIERREAR
T &8 ez ek e e PERETI =
FE—IRPEH = 250 mg PO BID
FE_PEETS 200 mg PO BID
FE-PRIETEIE 150 mg PO BID
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st | T-bil15~3f@8ERL | > HEEREEREZ—RUD (8)  LURBIERER

PRIE 2E -
AST/ALT 5~20 f81IE | » EBFRAZEEREEZ—RIUDN (&) WLRE—REZ
= ER1E 3% T-bil RIEWERZ -

3~10 fFE® LRE
AST/ALT KIR 208 | » KAIFZE -
IE® EBRE 5 T-bil

AR 10 EE=E LR1E
AST/ALT KR 3f81E | » KRAIFEZE -
® ER1E B T-bil X

K2 fEER LIRE
HitAR | =% > HBEREEIEEZE—RUNE)  LIRE—REZ
[z & RIEWERZ -

FIR > KAFE -

> HEYMZOFRZESHE  #58 No<EYRZEER>

ZEABEEEARKRES
> HREIFRAREELLRERE

gI{EF B RRIR/ B2 BRIRFRIRSEAELER « BIAEEA IR E
=] KB ~ iRk (1R > AR 64~81%  F=#3.5~12% * FU4K
R) - BB A 0~0.5% -

> BEKBZBBEPUH: 12X -

> EEEREPUSE 8K -

> K 6WRARRERRENE - 1%BARRER X
AIFE -

> RERREREMATILSZEMS  BAWBMEST

et AST/ALT £+~ T-bil | » LEF5EELEAST IE® ERE 6~8% ; £ 5 &I

EFt FALT IE® ER1E 4.7~6% ; £F+ 3 &L L T-bil 1E
= ER1E 1.5~6% -

> Lna/urﬂu Al AST/ALT ~ T-bil - W EHARE S

BEA—R

> HiRENTE
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HWRBEBUREZ XY - REMBRAFEBANEF M BZ2ERR , HRE
e - IREME R —B AT WS B 2B -
> HEINTE

BogEr M zBEM

BRIEEAZEI T D hZ8E - BRRERBEFE -—BARE R -
> HEBRENNTE .
RIBBEBRZAER - AEIBEENBE R EAZIE

- /DERSYBILRER CYP3A L8 - BB A4S HAH A B EHE

B BCRP =& -

m¥pe CYP2C8 ~ CYP3A ~ MATE1/2-K RIBHIHI MR -

AN

-9
B ARHETHERE
[ AUC &

SBXL CYP3A DI
(#0: itraconazole)

Tucatinib AUC #Z70
30%

BB EIEEIRREE S
BRI tucatinib AHEEARIER -

BB CYP2CS I
(#0: gemfibrozil)

Tucatinib AUC EF+

=15

ZERERIWH -

583 CYP3A ~ 3y

Tucatinib AUC T

ZEBERIWH -

CYP2C8 FEH| 50%

CYP2C8 =2& Repaglinide AUC | B3R CYP2C8 2 EHE=EITFR -

(40 repaglinide) EH70%

CYP3A =RHE Midazolam AUC £ | & E %A - ERTAZHERIZR
(am mldazolam) FHEST7E CYP3A 2B EETH SR -

P-gp 28 Digoxin AUC 1B/ | ZEREE P-gp REM=E - WEIRIAEREE
(a0 digoxin) 50% EM’EﬁH °

MATE1/2-K &
(#1 metformin)

Metformin AUC 1&
0 40%

BRI MATET/2-K 2 EAREARITER -

gaEs ®

> NT1E%0 : & AST/ALT - T-bil B ETERS =BEM —K -

> JER  BHRABHENR - |REARFZEL T LR
(EEBEEENNXMS)
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® HER2 B EGFRZXEFHEHGT—EXE  FRTERERERZ— - HER2 RIBSEHENACEE
(ligand) - ESE(E2EBEMENE E#H HER2 3¢ HER3 ERE R K= 32T dimerization
% BT ENAEEERK - ELEKCEE MAPK, PIBK S8 - EMES)AMRER - F4
MR AES R ERIE A -

HER2 Tyrosine kinase inhibitors (TKIs) :

® Tucatinib & ol RIEEIZEE ABEHIHIE - BEE—MFETE HER2 A2 tyrosine kinase domain
ZWHBR(E - WHDH R MAPK ~ PI3K-AKT 82 PLCy S EBIERK - EMEIHHIEENY
=

HER2 HER3 HER3
ﬁ
EGFR > HER4
<
Laf ﬂumb
Neratif nid atin, b
oo P\lro\““b l—' ro’fn i
\»'L\\)::’\\\“\\j
o

mTOR

ael
Cell cycle

>

progression and
proliferation

Fig. 1 Mechanism of action of HER2 tyrosine kinase inhibitors.
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