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Background

* HER2 expression has been identified across multiple tumour types, and T-DXd, a HER2-directed
therapy, has demonstrated clinical benefit across HER2-expressing cancers™®

* Although tumour-specific HER2 IHC scoring algorithms have been developed for some tumour
types (eg, breast, gastric, endometrial, and colorectal), HER2 testing and scoring guidelines
remain limited in many non-breast/non-gastric solid tumours’-1°

* Asaresult, pathologists may have limited experience assessing HER2 expression in these
settings, and few data on HER2 IHC scoring concordance and impact of training are available in
these tumour types”-10.1"

* Further evidence is needed to characterise baseline HER2 IHC scoring performance and
evaluate the impact of educational interventions in non-breast/non-gastric solid tumours to
improve identification of patients who may be eligible for HER2-directed therapies

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; T-DXd, trastuzumab deruxtecan.
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Objectives

Assess the real-world agreement of pathologists in HER2 IHC scoring of 9 types
of non-breast/non-gastric solid tumours and investigate the impact of training

on scoring agreement in phase 2 of this study, which was conducted outside the
USea

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; US, United States.

aThe results of phase 1 (conducted in the US) will be presented at the International Congress of the International Academy of Pathology (IAP); Fukuoka, Japan; October 8-13, 2026.
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EXPERT CONSENSUS

Scored (by digital read) using 2016 ASCO/ASCP/CAP gastric cancer IHC scoring criteria?

by an expert consensus panel

TUMOUR
SAMPLES

One hundred
whole slide
images from 9
different cancer
typesb-e

(8

J

BASELINE
SCORING

Pathologists
scored (by digital
read) using their
routine HER2 IHC
scoring protocols

POST-
TRAINING
SCORING

TRAINING

Trained on 2016
ASCO/ASCP/CAP
GC IHC scoring
criteria during a
2-week washout
period

Images re-scored
(digital read) post-
training

4 N
STATISTICAL

ANALYSIS

Agreement with
the expert
consensus panel
was analysed pre-
and post-training

- /

ASCO, American Society of Clinical Oncology; ASCP, American Society for Clinical Pathology; CAP, College of American Pathologists; GC, gastric cancer; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.
aln situ hybridization was not performed. Include non-small cell lung cancer, bladder cancer, biliary tract cancer, cervical cancer, colorectal cancer, endometrial cancer, ovarian cancer, pancreatic cancer, and salivary gland cancer. °Samples include HER2 IHC
3+/2+/1+/0. 9Fluorescence in situ hybridization status not known for IHC 2+ samples. °®HER2 IHC was performed using either 4B5 (Ventana) or HercepTest.
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Tumour sample characteristics

Characteristic n (%)
y Samples were SeleCted to prOVide a Samples with consensus score 100 (100)
balance of tumour types and HER2 Tumour type
IHC scores, with enrichment of HER2 NSCLC 12(12.0)
IHC 3+ cases Bladder 11 (11.0)
e Eachtumour type included Slanyiract 101109
. Cervical 12 (12.0)
approximately 3-4 HER2 IHC 3+ cases Colorectal 11(11.0)
Endometrial 11 (11.0)
Ovarian 11(11.0)
Pancreatic 11(11.0)
Salivary gland 11(11.0)
HER2 IHC consensus score
0 27 (27.0)
1+ 14 (14.0)
2+ 24 (24.0)
3+ 35(35.0)

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NSCLC, non-small cell lung cancer.
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* Forty-one pathologists who
. Pathologi h leted th E i ith HER2
completed the demographic survey | e oo omeeet®e 1 arqio0) | | BelenoewE
were from various geographic Geographic region HercepTest (Agilent 2(4.9)
regions, with most practisingin Europe 13(31.7) Autostainer)
academic Settings Asia 16 (39.0) HercepTest (Omnis) 2(4.9)
4B5 antibody (Ventana) 35(85.4)
. . . R fth lde 12 (29.3
e The majority had <10 years of prior estorthe wer (29-3) Leica 2 (.9)
experience interpreting HER2 IHC in | """ settine’ '
P P _g . Academic 29 (70.7) Othere 4(9.8)
non—breast/non-gastrlc settings Communit 9(22.0) Tumour agnostic HER2
. . y ’ IHC training in last 3
° Most pathologlsts had experience Reference laboratory 8(19.5) monthsf
with the 4B5 (Ventana) HER2 testing | Other 2(4.9) Yes 13(31.7)
assay Experience with HER2 testing in No 28 (68.3)
non-breast/non-gastric tumours
* 31.7% of pathologists received 0-4 years 17 (41.5)
tumour-agnostic HER2 IHC training | s-9years 20 (48.8)
within the previous 3 months 210 years 4(9.8)

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.
aPercentages are based on the number of pathologists who submitted the demographics data. ®Ten pathologists did not submit demographic data. °Participants were from Australia, Brazil, and Canada. “Respondents could select more than one option. ®Includes
Agilent/Dako platforms: HER2 (Dako, clone A0485), Nil, AO485, and Leica platform: EP3 CellMark. PPreceding the time at which the survey was taken.
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Primary endpoint: agreement with expert consensus panel

score for HER2 IHC 3+ versus non-3+ before and after training?

* Agreement for HER2 IHC 3+ cases
(PPA) was 84.3% pre-training and
increased numerically after training

* Agreement for HER2 IHC non-3+
(NPA) cases remained consistent
before and after training (>91%)

* Post-training OPA was 90%, and
concordance with the expert
consensus panel remained
substantial (Cohen’s k =0.78)

Measure of
agreement

Pre-training

(n =4547)

Post-training
(n=4101)
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Differencef

PPA,® % (95% ClI) 84.3 (76.3,91.0) | 87.2(79.9, 93.3) +3.7 (-0.5, 8.6)
NPA,° % (95% CI) 92.5(88.0,96.2) | 91.5(86.3, 95.7) -1.1(-4.1,1.2)
OPA,? % (95% Cl) 89.6 (85.8,93.1) | 90.0(86.1, 93.5) +0.6 (-1.4, 2.4)
Cohen’s k,® (95% CI) 0.77 (0.68, 0.84) | 0.78 (0.69, 0.86) | +0.02 (-0.03, 0.06)

Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NPA, negative percent agreement; OPA, overall percent agreement; PPA, positive percent agreement.

HER2 IHC non-3+is defined as HER2 IHC 2+/1+/0, regardless of the in situ hybridization test result.

aNo statistical hypothesis testing was performed. PPPA is the proportion of consensus HER2 IHC 3+ assessments in which individual pathologist results are assessed as HER2 IHC 3+. °NPA is the proportion of consensus HER2 IHC non-3+ assessments in which
individual pathologist results are assessed as HER2 IHC non-3+.9OPA is the proportion of assessments in which the consensus and pathologist scores give the same outcome. ®Cohen's k is a measure of the strength of agreement: <0: poor; 0-0.2: slight; 0.21-0.4: fair;

0.41-0.6: moderate; 0.61-0.8: substantial; 0.81-1: almost perfect. 'Differences of PPA, NPA, OPA, and Cohen’s k from pre-training to post-training are reported based on assessments that were available at both timepoints. The differences in total cases between pre- and

post-training are due to the loss of participating pathologists and missing scores from pre- and post-training (<1%).
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Exploratory analysis: agreement with expert consensus pane
score by HER2 IHC scores before and after training?

Post-training
(n=4101)

Pre-training

* Highest agreement was

observed for HER2 IHC 3+ both n=as]

- PA, % (95% Cl 0 67.7 (54.0, 80.7) 71.5 (57.3, 84.3)
before and after training °(95% D
o 1+ 57.1 (46.4, 68.2) 56.8 (45.2, 68.2)
[ J
NI;J merlcda; mg;c&v; ”njlgnts wereo 2+ 55.4 (47.0, 63.9) 56.1 (46.5, 65.2)
observedior Scores 3+ 84.3 (76.3, 91.0) 87.2 (79.9, 93.3)

and 3+, with minimal changes
for scores 1+ and 2+

ClI, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; OPA, overall percent agreement; PA, percent agreement.

OPA, % (95% ClI)

69.1 (63.6, 74.4)

71.2 (65.3, 76.7)

Weighted linear kP

(95% ClI)

0.73(0.67, 0.79)

0.75(0.69, 0.81)

aNo statistical hypothesis testing was performed. PWeighted linear k summarizes agreement across all HER2 IHC scores (3+/2+/1+/0).
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Exploratory analysis: agreement with expert consensus pane
score by tumour type

Tumour Type n3 PPA, % (95% Cl) n® NPA, % (95% CI)
i Overall
* Agreement with the expert Pre-training 1587  84.3 (76.3, 91.0) —— 2060 92,5 (88.0, 96.2) -
consensus pan elis Post-training 1435  87.2(79.9, 93.3) —e— 2666  91.5 (86.3, 95.7) -
NSCLC
Pre-training 181 87.3 (59.0, 100) + 364  90.1(72.2, 100) ——
presented by tumour type Post-training 164 90.2 (69.4, 100) —-— 328 89.6 (69.8, 100) —
HS Bladder cancer
for pre- and post-training Pre-training 183 88.5(76.5,98.8) —— 320 959 (882 100) —
assessments Post-training 164 87.8 (73.8, 100) ———— 287  93.7(82.3, 100) e
, Bigary g " 181 85.1 (60.7, 98.4) 274 96.7 (91.6, 100) e
H H HH re-training 5. .7, 98. I 4 | . .6,
demonstrating variability Post-training 164 915 (72.4, 100) ——— 247  08.:8(958 100) 2
C Cervical cancer
across tumour types Pre-training 182 94.0(79.7, 100) —— 366 89.1(76.8, 98.0) ——
. Post-training 164 95.7 (85.4, 100) = 328  86.9(72.7, 98.4) ——
* Saliva ry gland, colorectal, colorectal cancer
) Pre-training 180 93.3 (79.7, 100) —a— 315 92.1 (73.7, 100) —e—
and cervical had the Post-training 164 96.3 (88.3, 100) 4 287 90.6(69.8 100) ——
. . Endometrial cancer
hlghest PPA; endometrlal, Pre-training 182 74.2 (44.2, 100) * 320 84.1 (62.1, 100) I + {
. . Post-training 164 79.9 (53.8, 100) * 287  85.4 (65.4, 100) ——
ovarian, and pancreatic Ovarian Cancer
Pre-training 182 74.7 (55.3, 94.5) ¢ 318 98.4 (95.3, 100) ol
had the lowest Post-training 164 817 (68.3.93.1) —— 287 94.1(83.8, 100) —0—
Pancreatic cancer
o i Pre-training 136 54.4 (30.0, 84.0) + 363  89.8 (76.2, 100) ——
Saliva ry gland had the Post-training 123 52.8 (27.8, 82.1) * 328  88.4 (72.5, 100) e
i . i Salivary gland cancer
hlgheSt NPA; endometrial Pre-training 180 100 (100, 100) : 320 98.1(94.5, 100) "'_:l'
had the lowest Post-training 164 100(100,100) o o o o o 287 986(951,100) A
0 10 20 30 40 50 60 70 80 90 100 0 10 20 30 40 50 60 70 80 90 100

PPA, % (95% ClI) NPA, % (95% Cl)
Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NPA, negative percent agreement; NSCLC, non-small cell lung cancer; PPA, positive percent agreement.

aNumber of assessments for which the consensus score is HER2 IHC 3+.°Number of assessments for which the consensus score is HER2 non-IHC 3+. °All subgroup analyses are performed by repeating the main analyses using subgroup levels to subset the data and not
adjusted for confounding factors.
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Conclusions

* Substantial baseline agreement with the expert consensus panel was observed for HER2 IHC 3+
versus non-3+ (IHC 2+/1+/0) classification across multiple solid tumour types

 Training on HER2 IHC scoring was associated with a numerical increase in HER2 IHC 3+
classification (PPA +3.7%), suggesting that targeted educational initiatives may improve
identification of patients eligible for HER2-directed therapies

« Agreement for HER2 IHC non-3+ remained consistently high before and after training, indicating
that pathologists accurately identified HER2-negative cases across multiple solid tumour types

 Exploratory analyses showed generally consistent agreement across tumour types and
geographic regions, with similar patterns observed before and after training

Limitation
 Although a washout period and randomised case sequence were implemented, use of the same
images in the pre- and post-training assessments may have introduced bias

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; PPA, positive percent agreement.
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Exploratory analysis: agreement with expert consensus pane
score by pathologists’ region

Geographic region n? PPA, % (95% CI) nb NPA, % (95% Cl)
Overall
Pre-training 1587 84.3 (76.3, 91.0) 2960 92.5 (88.0, 96.2)
Post-training 1435 87.2 (79.9, 93.3) —e— 2666 91.5 (86.3, 95.7) -
—— -
Europe: France, Germany, Italy, Spain, United
Kingdom
Pre-training 490 78.4 (68.0, 87.7) 912 94.4 (90.0, 97.8)
Post-training 490 84.9 (74.6, 93.3) —— 910 90.9 (84.0, 96.4) -
Asia: China, Singapore, Taiwan, Republic of
Korea, Japan
Pre-training 665 88.0 (78.9, 94.9) 1235 90.9 (85.2, 95.7)
Post-training 560 88.4 (78.6, 95.4) —— 1041 92.3 (86.6, 96.8) -
Rest of the world: Australia, Brazil, Canada
Pre-training
Post-training 432 85.4 (76.1, 93.4) 813 92.7 (87.3, 96.9)
385 88.3 (80.3, 94.9) —— 715 91.2 (84.8, 96.2) -
——i ——
Frrrr1rrrr1rr1rrrrrr1rrr1r1 Frrrr1rr1rr1rrrrrr1rrrrr1r1
0 10 20 30 40 50 60 70 80 90 100 0 10 20 30 40 50 60 70 80 90 100
PPA, % (95% CI) NPA, % (95% Cl)
. Agreement with the expert consensus panel is presented by pathologists’ geographic region for pre- and post-training
assessments®

. Asia had the highest pre- and post-training PPA; Europe had the lowest pre- and post-training PPA
. Europe had the highest pre-training NPA and Asia had the lowest; Asia had the highest post-training NPA and Europe had the
lowest

Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NPA, negative percent agreement; PPA, positive percent agreement.
aNumber of assessments for which the consensus score is HER2 IHC 3+.°Number of assessments for which the consensus score is HER2 non-IHC 3+. °All subgroup analyses are performed by repeating the main analyses using subgroup levels to subset the data and not
adjusted for confounding factors.

38th European Congress of Pathology
12 - 16 September 2026, Stockholm, Sweden




[
European
Society of
Pathology

Interrater reliability

* Pathologists demonstrated substantial

agreement in distinguishing HER2 IHC 3+ ”‘;’““’f’?f Pathologists, n -
from IHC 2+/1+/0 cases (Fleiss’k =0.72 Pzt_rj!;:;fg 2
pre-training; 0.73 post-training) Number of assessments, n
* Interrater reliability was maintained Pre-training 4547
following training Post-training 4101
Fleiss’ k (95% CI)
Pre-training 0.72 (0.64, 0.79)
Post-training 0.73 (0.66, 0.80)

HER2 IHC non-3+is defined as HER2 IHC 2+/1+/0, regardless of the in situ hybridization test result.
Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.
aFleiss’ k agreement: <0: poor; 0-0.2: slight; 0.21-0.4: fair; 0.41-0.6: moderate; 0.61-0.8: substantial; 0.81-1: almost perfect.
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