Phase 3 trial of trastuzumab rezetecan vs standard

of care for chemotherapy-refractory, HER2-positive,
advanced colorectal cancer (HORIZON-CRCO01)

Key Takeaways

Trastuzumab rezetecan achieved prolonged PFS and improved ORR compared
with standard-of care (TAS-102, fruquintinib, or regorafenib) in chemotherapy-
refractory HER2-positive advanced colorectal cancer.

Trastuzumab rezetecan could be a novel treatment option for chemotherapy-
refractory HER2-positive advanced colorectal cancer.
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Background

Amplification or overexpression of HER2 has been identified as a key oncogenic driver in approximately
3-5% of patients with advanced colorectal cancer (CRC).'3

Trastuzumab rezetecan is an innovative antibody-drug conjugate (ADC) that integrates a humanized
HER2-targeting monoclonal antibody with a DNA topoisomerase | inhibitor (SHR169265) through a
cleavable tetrapeptide-based linker.*

A phase | trial (NCT04513223) demonstrated that trastuzumab rezetecan had a manageable safety profile
and promising antitumor activity in HER2-expressing advanced CRC.?

In HER2-positive CRC: ORR: 40.5% (95% CI: 22.9-57.9); median PFS: 9.5 months (95% CI, 7.3-11.2); median OS: 22.7
months(95% CI, 17.5-NR [not-reached]).

This phase 3 randomized trial (NCT06199973) aimed to assess the efficacy and safety of trastuzumab

rezetecan versus standard-of-care (SOC) in chemotherapy-refractory, HER2-positive, RAS and RAF wild-
type advanced CRC.
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Study design

» Arandomized, open-label, active-controlled, multicenter, phase 3 study (NCT06199973; HORIZON-CRCO01)

Key eligibility criteria

« Histologically or cylologically confirmed Trastuzumab rezetecan group (N=86)

unresectable locally advanced or metastatic CRC Trastuzumab rezetecan (4.8 mg/kg, IV, Q3W)

» HER2-positive’, RAS and RAF wild-type
\ confirmed disease
Had falled pnor treatment with fluoropyrimidines Until confirmed disease
progression, intolerable
oxaliplatin, and innotecan
toxicity, withdrawal of
« dMMR or MSI-H tumors must have failed prior anti- SorRent ke o Blo tin, O
CONSens, 105S i 1OW- , O

PD-1 or anti-PD-L1 monocional antibody therapy
* Previous HERZ2-targeted therapy was permitted SOC group' (N=44)
+ Had at least one measurable tumor lesion TAS-102 (35 mg/mz' bid, d1-5 and d8-12: PO, Q4W),
s b alts fruquintinib (5 mg, qd, d1-21; PO, Q4W),
i or regorafenib (160 mg, qd, d1-21; PO, Q4W)

decision by the investigator

Randomization stratification factors: HER2 status ([IHC 3+ vs IHC 2+/ISH+) and ECOG PS (0O vs 1).

Primary endpoint®: PFS assessed by IRC.

Key secondary endpoint®: OS.

Other secondary endpoints®: PFS assessed by investigator; ORR and DoR, each assessed by IRC and investigator; safety.
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Statistical Considerations

» Estimated sample size: 120 patients
The sample size was calculated based on the primary endpoint of PFS assessed by IRC;
A 2:1 randomization ratio (trastuzumab rezetecan group vs SOC group);

Assuming a median PFS of 4.0 months in the SOC group and a median PFS of 8.7 months in the trastuzumab
rezetecan group (HR=0.46),

A total of 80 PFS events were required to achieve 290% power for demonstrating PFS superiority at a one-sided a level
of 0.025 using the log-rank test;

Accounting for an annual PFS dropout rate of 8%, approximately 120 patients were planned for enroliment.

Planned analysis time Superiority boundary of HR
22 months 0.628
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Patient disposition

161 Patients entered screening

130 Underwent randomization

86 Assigned to the trastuzumab rezetecan group

44 Assigned to the standard-of-care group
86 Received treatment as assigned

44 Recelved treatment as assigned

48 Discontinued trastuzumab rezetecan 38 Discontinued standard-of-care
38 Radiographical progression 11 Discontinued TAS-102
6 Patient decision

9 Radiographical progression
4 Deaths

2 Patient decision
17 Discontinued frugquintinib
16 Radiographical progression
1 Patient decision
10 Discontinued regorafenib
8 Radiographical progression
1 Patient decision
1 Death

38 Treatment ongoing 6 Treatment ongoing

86 Included in efficacy analysis

44 Included in efficacy analysis Cutoff date: Oct 31, 2025
86 Included in safety analysis

44 Included in safety analysis Median follow-up (95% CI): 9.6 months (7.4-10.7)

25 patients in the SOC group switched to trastuzumab
rezetecan upon disease progression,
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Baseline Characteristics

Trastuzumab
rezetecan (N=86)

Age, years
Median (range)
<65 years
265 years
Sex
Male
Female
ECOG performance status
0
1
HER2 status
IHC 3+
IHC 2+ and ISH+
MMR/MSI
PMMR/MSI-L/MSS
dMMR/MSI-H
Unknown
RAS wild type
RAF wild type

Data are presented as n (%), unkass otharwise specified

58.0 (24-75)
63 (73.3)
23 (26.7)

54 (62.8)
32 (37.2)

36 (41.9)
50 (58.1)

61 (70.9)
25 (29.1)

85 (98.8)
1(1.2)
0
86 (100)
86 (100)

58.0 (33-74)

33 (75.0)
11 (25.0)

29 (65.9)
15(34.1)

19 (43.2)
25 (56.8)

31 (70.5)
13 (29.5)

43 (97.7)
0
1(2.3)
44(100)
44(100)

Trastuzumab
rezetecan (N=86)

Location of primary lesion
Left colon
Right colon
Clinical staging at screening
IVA or IVB
IVC
No. of metastasis sites
1
>1
Liver metastases at study entry
Lines of previous systemic therapy

Previous systemic therapies
Chemotherapy
Immunotherapy
Anti-HER2 agents
Anti-VEGF antibody
Anti-EGFR antibody

d-MMR, dehcent mismatch repair, MS1, microsateliite instabdity, MSI-H, MSi-high, MSEL, MSklow, MSS, mcrosatelite stable. p-MMR, proficient mesmatch repair
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73 (84.9)
13 (15.1)

60 (69.8)
26 (30.2)

16 (18.6)
70 (81.4)
52 (60.5)

44 (51.2)
42 (48.8)

86 (100.0)

19 (22.1)
16 (18.6)
46 (53.5)
76 (88 4)

39 (88.6)
5(11.4)

34 (77.3)
10 (22.7)

13 (29.5)
31 (70.5)
32 (72.7)

25 (56.8)
19 (43.2)

44 (100.0)
7(15.9)
8(18.2)
24 (54.5)
36 (81.8)
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PFS per IRC

100 (N=86)
90 - Events, n (%) 54 (62.8) 36 (81.8)
Median PFS (95% CI), months 5.5(4.8-6.7) 2.8 (2.2-4.2)

HR (95% CI), 0.33 (0.21-0.53)", One-sided p <0.0001!
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PFS per investigator

Trastuzumab rezetecan
(N=86)
Events, n (%) 49 (57.0) 37 (84.1)
Median PFS (95% CIl), months 5.6 (5.0-6.8) 2.8 (1.54.1)
HR (95% CI), 0.31 (0.20-0.50)", One-sided p <0.00011
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Subgroup analyses of PFS per IRC

» The beneficial trend in IRC-assessed PFS favoring the trastuzumab rezetecan group over the SOC group was consistent
across most predefined subgroups.
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Overall
Sex

LY PP

Age
<05 years
65 yoars

ECOG performance status score

HER2 status
IHC 3+
IHC 24 and IS+
Clinical staging at screening
Non-IVC
Ve

Lines of provious systemic therapy

X
Provious anti-HER2 agents

Yeon

Liver metastases at study entry
:“.' S0
Ahsence
Location of primary lesion
of! coon
Right fon
No. of metastasis sites

1

aWNO. of patients

Standard-of care

MHazard rmtio (95% C1)

Hazard mtio (95% C1)
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Tumor response

Best overall response
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable

ORR
Rate difference

One-sided p value’

Duration of response, median
(95% CI), month

‘Stratibed Cochran-Maniel-Haenszel last

IRC-assessed Investigator-assessed
Trastuzumab rezetecan
(N=86)

Trastuzumab rezetecan
(N=86)

0
35 (40.7)
41 (47.7)
8(9.3)
2(2.3)
35 (40.7; 30.2-51.8) 2
36.2 (24.1-48.2)

<0.0001

4.4 (3.3-NR)

Dala are presented as n (%), n (% 95% CI), or % (85% Cl), unlass otherwese indicated
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0
2 (4.5)
27 (61.4)
15 (34.1)
0

(4.5, 0.6-15.5)

3.4 (27-NR)

1(1.2)
27 (31.4)
47 (54.7)
9(10.5)
2(2.3)
28 (32.6; 22.8-43.5)
28.0 (16.4-39.7)

0.0002

25 (56.8)

17 (38.6)

2(4.5; 06-15.5)

1.4 (NR-NR)
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TRAESs occurring in 215% of patients in either group

Trastuzumab rezetecan Trastuzumab rezetecan
(N=86) (N=86)
All grade All grade
TEAEs 86 (100.0) 44 (100.0) A 85 (98.8) 42 (48.8) 43 (97.7) 22 (50.0)
. ‘ a7 (RA A Neutrophil count decreased 66 (76.7) 31 (36.0) 12 (27.3) 7(15.9)
Grade 3-5 Sl ARINEY White blood cell count decreased 65 (75.6) 14 (16.3) 13 (29.5) 3(6.8)
3 A , i Anemia 63 (73.3) 16 (18.6) 17 (38.6) 4(91)
Senous 28 (32.0) 12 (27 J) A - p -
Platelet count decreased 30 (34.9) 7(8.1) 14 (31.8) 2(4.5)
Leading to death 4(4.7) 2 (4.5) Nausea 29 (33.7) 1(1.2) 14 (31..8) 1(2.3)
Alopecia 28 (32.6) 0 2(4.5) 0
TRAEs 85 (98.8) 43 (97.7) Hypoalbuminemia 23 (26.7) 0 7(15.9) 0
Decreased appetite 23 (26.7) 2(2.3) 10 (22.7) 0
Grade 3-5 42 (48.8) 22 (50.0) AST increased 21(24 4) 0 8(18.2) 2(4.5)
Diarrhea 20 (23.3) 1(1.2) 11 (25.0) 2(4.5)
Serious 17 (19.8) 7(15.9) Vomiting 18 (20.9) 1(1.2) 4(91) 1(2.3)
ALT |ncre£35(3d 16 | '18 (—F‘I ‘:‘ 8 {19 2| 3 l.l_l R‘I
Leading to treatment 0 0
discontinuation of study drug Asthenia 16 (18.6) 1(1.2) 6(13.6) 0
- 9 4(16.3 0 5(11.¢
Leading to dose reduction of & (47 &) g Constipation 1"' 6 °) 0 (11.4) 0
study drug i I ASRS] Fatigue 13 (15.1) 0 7(15.9) 0
| ez N o GGT increased 1(12.8) 0 9 (20.5) 3 (6.8)
u?ddlng to interruption © 27 (31.4) 21 (47.7) € ’ . B
study drug Blood bilirubin increased 4(4.7) 1(1.2) 7(15.9) 1(2.3)
A Hypertension 2(2.3) 9 (20.5) 4(9.1)
Leading o death 2(2.3 0 :
g ; e PPE syndrome 1(1.2) 0 11 (25.0) 1(2.3)

Data are presented as n (%) Data are presented as n (%)
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Conclusions

» Trastuzumab rezetecan achieved prolonged PFS and improved ORR compared with SOC in
chemotherapy-refractory HER2-positive advanced CRC.

Median PFS (per IRC): 5.5 vs 2.8 months; HR, 0.33 (95% ClI, 0.21-0.53), P <0.0001,
Median PFS (per investigator): 5.6 vs 2.8 months; HR, 0.31 (95% CI, 0.20-0.50), P <0.0001;

Median OS: Although median OS were immature, risk of death with trastuzumab rezetecan was reduced by 23% compared
with SOC (HR, 0.77 [95% CI, 0.35-1.73));

ORR: per IRC, 40.7% vs 4.5%, per investigator, 32.6% vs 4.5%.

The safety profile was manageable.
« No new safety signals were identified;
« The most common grade 23 TRAESs associated with trastuzumab were hematological,

* No patient discontinued trastuzumab rezetecan due to any TRAEs.

Trastuzumab rezetecan could be a novel treatment option for chemotherapy-refractory HER2-positive
advanced CRC.
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