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median OS >2 years, in patients with untreated HER2-positive mGEA 0 3 6 9
(Figure 1)
* AEs were manageable and consistent with the known safety profiles

of the individual agents; diarrhea was the most common AE across
treatment arms
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Objective
® To further characterize gastrointestinal (Gl) adverse
events (AEs) and management of diarrhea in the phase 3

Results

HERIZON-GEA-01 trial of first-line (1L) zanidatamab + * Median duration of follow-up at data cutoff (October 1, 2025) was 25.9 months . . . .
chemotherapy (CT)  tislelizumab vs trastuzumab + CT in (range, 7.5-46.0) Figure 3. First onset of diarrhea by cycle Table 3. Management of diarrhea
patients with human epidermal growth factor receptor 2 70 - First onset of 20 - First onset of
(HERZ2)-positive advanced or metastatic . anv-arade diarrhea rade >3 diarrhea Zanidatamab + Zanidatamab Trastuzumab
qastroesophageal adenocarcinoma (MGEA) Table 2. Overall Gl AE and diarrhea safety summary 60 - Y™ ? tislelizumab + CT +CT +CT
(safety analysis set) < 50 - < 15 - (n = 294) (n = 305) (n = 302)
@ 40 - 2 i
k= t 10 1 Dose delays due to diarrhea 47 (16.0) 42 (13.8) 25 (8.3)
; Zanidatamab + Zanidatamab Trastuzumab -‘g 30 1 -‘g
CO"CI usions tislelizumab + CT +CT +CT & 20 - & - Zanidatamab or trastuzumab 40 (13.6) 41 (13.4) 23 (7.6)
(n = 294) (n = 305) (n =302) 10 - -
® The safety profile of 1L zanidatamab-containing regimens Tislelizumab 37 (12.6) — —
for HER2-positive mGEA supports a favorable benefit- 0 L——— 0 L—v— o—0—0—0—0—0—0—0—0—0 M
risk profile given the clinically significant survival benefits; Treatment duration, median (IQR), wk 43.1 (17.6-74.3)  31.0(14.3-68.1)  30.0 (18.1-50.3) 1 2 3 4 5 6 8 10 12 14 16 18 20 22 24 1 2 3 4 5 6 8 10 12 14 16 18 20 22 24 CT 39 (13.3) 37 (12.1) 24 (7.9)
i i i . - Cycle Cycle
d|artrh.e§ was more ILeq;JenI in the ﬁarlcc?tamab Number of CT cycles, median (IQR) 6.0 (4.0-13.0) 6.0 (4.0-11.0) 7.0 (5.0-10.0) y d Dose reductions due to diarrhea? 74 (25.2) 80 (26.2) 43 (14.2)
containing arms vs the trastuzuma arm Number of patients at risk by cycle 1 2 3 4 5 6 8 10 12 14 16 18 20 22 24
| | | CT>6 cycles 139 (47.3) 126 (41.3) 161 (53.3) Zanidatamab + tislelizumab + CT 294 275 252 242 229 220 201 178 163 143 131 114 100 88 75 S, o S B
In zanidatamab-treated patients, most diarrhea events Any-grade Gl AEs? 276 (93.9) 285 (93.4) 254 (84.1) Zanidatamab + CT 305 276 276 242 230 221 183 165 136 114 106 99 87 75 68 ' '
were grade 1 or 2, consistent with findings from previous Trastuzumab + CT 302 284 284 257 247 239 192 157 121 100 80 69 61 52 44 . ) o1 8 e 15 14
phase 2 trials.7-® and first onset typlcally occurred within 2 Any-grade Gl TRAEs? 268 (91.2) 273 (89.5) 277 (75.2) (P;_errcek?tageii calculated as a proportion of the patients at risk per cycle. The dashed line indicates the time at which patients could discontinue CT at the discretion of the treating physician (after completion of cycle 6). (21.8) (23.6) (14.2)
’ , chemotherapy.
weeks of starting treatment Occurring in >10% of patients in any arm . . . . . . . . . . - i Uati
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Grade >3 diarrhea was rare after cycle 6 when patients Diarrhea 240 (81.6) 233 (76.4) 146 (48.3) treatment arms diarrhea
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omiting . . .
Across treatment arms, diarrhea led to zanidatamab dose y - . Tislelizumab 8 (2.7) — —
reductions in approximately 10% of patients and Stomatitis 49 (16.7) 41 (13.4) 38 (12.6) Figure 4. Overall diarrhea by cycle
: : : 0 i T _ ] CT 17 (5.8) 15 (4.9) 5(1.7)
chemotherapy dose reductions in approximately 20% Any-grade AEs of constipation 48 (16.3) 50 (16.4) 49 (16.2) 25 - Grade 2 diarrhea 25 - Grade 23 diarrhea
The rate of constipation was similarly low across Any-grade TRAEs of constipation 113.7) 12.(3.9) 19 (6.3) \ Any protocol-mandated loperamide 50 (52 5 (5.7
treatment arms, and antidiarrheal prophylaxis did not Grade >3 AEs of diarrhea 73 (24.8) 61 (20.0) 39 (12.9) _ 20 - \ _ 20 - prophylaxis® | |
result in more constipation in the zanidatamab-containing S _ X \ X
S Grade 23 TRAEs of diarrhea 72 (24.5) 61 (20.0) 39 (12.9) o 151 o} @ 15 Concomitant medications for diarrhea 200 (68.0) 197 (64.6) 108 (35.8)
: C -
Diarrhea should be managed with prophylactic j?ar:'rizt:mab' or trastuzumab-related 192 (65.3) 204 (66.9) 40 (13.2) % 0 - % o - Received by >5% of patients in any arm
loperamide, close monitoring and treatment of symptoms o o Loperamide (excluding protocol-
when they occur, and CT dose modifications as needed Tislelizumab-related diarrhea 118 (40.1) — — 5 mandated prophylaxis)e 188 (63.9) 180 (59.0) 89 (29.5)
. : f e PR
Serious diarrhea® 45 (15.3) 31(10.2) 12 (4.0) . Yor A ““ﬁu‘* ‘ A Montmorilonite 24 (8.2) 18 (5.9) 11(3.6)
A A
Diarrhea leading to hospitalization 44 (15.0) 31(10.2) 12 (4.0) 0 i a~
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TRAE, treatment-related AE.

* GI AEs occurred in >80% of patients in all treatment arms

* Diarrhea was the most common Gl treatment-related AE, and most diarrhea

events were grade 1/2

* Rates of any-grade constipation were similar across treatment arms

— Most treatment-related constipation was grade 1/2; 1 patient in the
trastuzumab + CT arm had grade =3 treatment-related constipation

Percentages calculated as a proportion of the patients at risk per cycle. The dashed line indicates the time at which patients could discontinue CT at the discretion of the treating physician (after completion of cycle 6).

CT, chemotherapy.

* Higher overall rates of grade 2 and grade =3 diarrhea were observed in the zanidatamab-containing arms vs the trastuzumab + CT arm early in treatment;

grade =3 diarrhea was rare after cycle 6 across treatment arms

* Among patients with any-grade diarrhea, recurrent events that were grade 3 or higher in severity occurred in 11.1% (27/244) with zanidatamab +
tislelizumab + CT, 7.5% (18/241) with zanidatamab + CT, and 8.1% (13/161) with trastuzumab + CT, the median (range) time from onset of initial diarrhea
to a recurrent event that was grade 3 or higher in severity was 26 (2—420), 17 (2-206), and 40 (8—-96) days, respectively

and loperamide hydrochloride given for treatment purposes.
CT, chemotherapy.

discontinuations after infusion-related reactions, or isolated protocol deviations where patients were not administered loperamide. ¢Includes loperamide

* Dose delays, dose reductions, and discontinuations of zanidatamab and
tislelizumab due to diarrhea were infrequent

* Diarrhea could typically be managed with loperamide and CT dose reductions

— Octreotide and lomotil were prescribed for diarrhea in <4% and <3% of
patients across treatment arms, respectively





