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survival rates remain low’ trastuzumab has proven efficacy and tolerability in HER2+
MBC (when given with capecitabine), HER2+ mCRC, and

HERZ2+ metastatic BTC"°-4

* Here, safety and efficacy results from the dose optimization
phase of MOUNTAINEER-02 (NCT04499924), a trial
evaluating tucatinib in combination with trastuzumab,
paclitaxel, and ramucirumab’™, are presented
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» Tucatinib is a highly selective, HER2-directed TKI® currently
approved to treat adult patients with?®:

- HER2+ MBC (in combination with trastuzumab and
capecitabine), including patients with brain metastases, who
have received one or more prior anti-HERZ2-based regimens in
the metastatic setting

- RAS WT HER2+ mCRC (in combination with trastuzumab) » Countries where patients were enrolled included Australia,
that has progressed after fluoropyrimidine-, oxaliplatin-, and Canada, South Korea, Taiwan, UK, and US
irinotecan-based chemotherapy

|ISO-acrredited laboratory

* Prior treatment with a HER2-directed antibody

« Cannot have received >1 line of prior systemic
therapy for locally advanced unresectable or
metastatic disease

 Measurable disease per RECIST v1.1

Study enrollment closed following completion of dose optimization
a Tucatinib 300 mg BID, trastuzumab (6 mg/kg loading dose then 4 mg/kg D1 and 15), paclitaxel (D1, 8, and 15) and ramucirumab (8 mg/kg D1 and 15) every 28 days.
b SMC assessment following completion of paclitaxel 60 mg/m? cohort to confirm safety/tolerability prior to initating paclitaxel 80 mg/m? cohort.

Results

Patient Disposition Summary of Responses

Safety

 No DLTs were observed in 7 DLT-evaluable patients treated with
paclitaxel 60 mg/m?

Paclitaxel
80 mg/m?

Paclitaxel Paclitaxel

80 mg/m?

Paclitaxel
60 mg/m?

Patient Disposition 60 mg/m?

(n = 8) (n =9) L . . . (n = 8) (n =9)
- . Patients who received at least one o One patient in the paclitaxel 60 mg/m? cohort did not receive at least 75% of the
Objectives 486 of study beatment, n (%) 8 (100) 9 (100) 17.(100) planned administration of each study drug during the DLT period and therefore CR 0 111 1(5.9)
. | | was excluded from the DLT analysis
o : e @0 sma oo
. . ! ’ 9 patients were enrolled in the paclitaxel 80 mg/m? cohort and evaluable for DLTs response®, n (%)
ramuciruma Patients off treatment, n (%) 8 (100) 7 (77.8) 15 (88.2) . . . . iy . . ’ SD 3 (37.5) 0 3(17.6)
To evaluate the safety and preliminary activity of tucatinib in o 2 patients experienced DLTs (1 patient with grade 2 mucositis and 1 patient with
Y . . . . - ] ] ) rade 2 fatigue and diarrhea resulting in dose holds during the DLT period
combination with trastuzumab, ramucirumab, and paclitaxel in Paclitaxef 0-2(1.1-16.8) 9.1(2.1-15.7) 78 (1.1-16.8) . 5 itor ol 5 duced in 3 tg ts (37.5%) in th 960 / 2p . :t P t(129 ) ')
patients with previously treated locally-advanced unresectable or Duration of Tucatinib 5.1 (0.8-18.2 10.7 (3.1-15.7 8.8 (0.8-18.2 TG aciaxsl COse yyas FecUeed 1N © PAten's {(3£.97) in the b0 mgim= Conor vs ORR, % (95% ClI 50.0 (15.7-84.3 100.0 (66.4-100.0 76.5 (50.1-93.2
metastatic HER2+ GEC oatment. months 1(0.8-18.2) 7 (3.1-15.7) 8(0.8-18.2) 8 patients (88.9%) in the 80 mg/m? cohort 70 (9% C) ( ) ( ) ( )
presence and absence of tucatinib Ramucirumab 5.3 (1.1-17.9) 9.9 (6.4-14.7) 9.4 (1.1-17.9) DCR, % (95% Cl) 87.5(47.3-99.7)  100.0 (66.4-100.0)  94.1(71.3-99.9)
- Safety Summary
Progressive 6 (75.0) 6 (66.7) 12 (70.6) _ _ mDOR, months® (95% CI) 10.6 (2.8-inestimable) 11.0 (2.9-inestimable)  10.6 (2.9-12.9)
C | . disease Paclitaxel Paclitaxel
onciusions Reason for AE 1 (12.5) 0 1 (5.9) Events, n (%) 60 mg/m? 80 mg/m? a Best overall response assessed per RECIST v1.1. Data cutoff: Aug 7, 2023
: : : treatment ' ' (n — 8) (n — 9) b Excluc_ies 1 patie_nt with uncom_firmed PR.
The safety of the regimen was consistent with the known discontinuation, Investigator | (12.5) 0 1 (5.9) Any TEAES 8 (100) 9 (100) 17 (100) c As estimated using Kaplan-Meier methods.
safety profiles of each individual component n (%) decision | | ,
| o Treatment-related 8 (100) 9 (100) 17 (100) ] ]
Patient decision 0 1(11.1) 1(5.9) , Progression-free Survival
Grade =23 TEAEs 6 (75.0) 9 (100) 15 (88.2) Med :
- | o : | | * Median PFS was 10.4 months (4.1-12.5) for the overall population after 13
Coadministration of tucatinib with paclitaxel did not impact the Treatment-related 5 (62.5) 9 (100) 14 (82.4) PFS events
plasma concentrations of paclitaxel Data cutoff: Aug 7, 2023 Any TESAEs 4 (50.0) 5 (55.6) 9 (52.9)
| s oo t o e
Demographics and Baseline Characteristics Treaimentreiaied (12.5) 22.2) 179 099 h— — PellaeiSOmgi: T8 4115129
- . - - - - - - - atients who 0.8 - . — Paclitaxel 80 mg/m* A
Based on the preliminary data from MOUNTAINEER-02, All 17 patients had histological or cytologically confirmed diagnosis of HER2+ discontinued any study 2 (25.0)° 4 (44.4) 6 (35.3) > o | Overal 1317 10.4 (4.1, 125)
the combination of tucatinib, trastuzumab, paclitaxel and gastric or GEJ adenocarcinoma treatment due to TEAEs = |
. . S | | = 0.6 -
ramuciru mab with dose_modlflg:atlons pe_r PerOCOl WaS . e The most common sites of disease were Gl tract (765% [1 3/1 7]), |ymph node(s) a One patient discontinued tucatinib, and one patient discontinued trastuzumab and paclitaxel. - Data cutoff: Aug 7, 2023 o 05
tolerable with encouraging antitumor act|v|ty In patients with (70 6% [12/1 7]) liver (64 7%, [11/1 7]) abdomen/abdominal Cavity (23 59/, [4/1 7]) b One patient discontinued tucatinib, one patient discontinued paclitaxel, one patient discontinued ramucirumab, and one patient O '
reviousl treated HER2+ GEC - o ? ) o ? o - ’ discontinued paclitaxel and ramucirumab. Q. 0.4 -
p y bone (23.5% [4/17]), lung(s) (23.5% [4/17]), and CNS (17% [3/17]) o I
o ]
Paclitaxel Paclitaxel Most Common TEAEs (230% in the Total Population) 0.2 - | B
L Patient Characteristics 60 mg/m? 80 mg/m? : : 0.1 -
Abbreviations (n = 8) LEL) Paclitaxel Paclitaxel Total 0o
_ e N _ 60 mg/m? 80 mg/m? _ ' ' ' ' ' '
2L, second line; AE, adverse event; AUC, __, area under the plasma concentration-time profile until the last time Median age, years (range) 50.5 (38-66) 60.0 (42-68) 59 0 (38-68) (n — 8) (n - 9) (N = 17) 0 S 10 15 20 25
point; BID, twice daily; BTC, biliary tract cancer; CLIA, Clinical Laboratory Improvement Amendments; CNS, central ’ Time (months)
nervous system; CR, complete response; cORR, confirmed objective response rate; DCR, disease control rate; DLT, TEAEsS, n (% Any grade Grade =23 | Anygrade Grade =23 | Any grade Grade =3
dose-limiting toxicity; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance Male, sex, n (%) 8 (100) 8 (88.9) 16 (94.1) (%) Y I Y 9 Y 9
status; GEC, gastroesophageal cancer; GEJ, gastroesophageal junction; HER2, human epidermal growth receptor Any event 8 (100) 6 (75.0) 9 (100) 9 (100) 17 (100) 15 (88.2) Patients at risk
2; HER2+, HER?2 positive; IHC, immunohistochemistry; ISH, in situ hybridization; ISO, International Organization Aafarn 5 (62.5) 4 (44.4) 9 (52.9) Paclitaxel 60 mg/m* 8 3 3 1 0 0
for Standardization; M, median; MBC, metastatic breast cancer; mCRC, metastatic colorectal cancer; NGS, next ' ' ' Diarrhea 4 (50.0) 2 (25.0) 8 (88.9) 1(11.1) 12 (70.6) 3 (17.6) g?/‘;'g’;lxe' 80 mg/m” 197 192 2 ; 8 8
generation sequencing; ORR, objective response rate; PD, progressive disease; PK, pharmacokinetic, PFS, Race
progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SMC, Safety White 3 (37.5) 5 (55.6) 8(47.1) Fatigue 2 (25.0) 0 7 (77.8) 3 (33.3) 9 (52.9) 3(17.6) Data cutoff: Aug 7, 2023
Monitoring Committee; SD, stable dise_ase; TEAE treatment emergent adverse event; TESAE, treatment emergent ] ]
serious adverse event; TKI, tyrosine kinase inhibition 0 2 (25.5) 3 (33.3) 5 (29.4) Nausea 2 (25.0) 0 7 (77.8) 0 9 (52.9) 0 Phal’maCOkInetICS
ECOG PS score, n (%) Epistaxis 2 (25.0 0 6 (66.7 0 8 (47 1 0  Paclitaxel plasma concentrations did not increase in presence of tucatinib
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* No events met Hy's law criteria at either dose level



