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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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How many of your family (children, grandchildren,
nieces, nephews, other loved ones) have returned
or are about to return to school at any level (PreK-12

and beyond)?

What are the ages and grade levels of your family
members who are returning to school?




JESSICA MITCHELL, APRN, CNP, MPH

MAYO CLINIC COLLEGE OF
MEDICINE AND SCIENCE

ROCHESTER, MINNESOTA

INCLUDING CHILDREN IN THE CANCER JOURNEY
OF THEIR PARENT
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Biomarkers for metastatic gastric/gastroesophageal cancer
(NCCN v3.2024)

Biomarker(s) Assay(s)

—
@ NGS ok if limited tissue available
> 0 o —
R oe——
] — 165

Other tests to consider: Blood NGS “liquid biopsy,” germline testing, tumor EBV, claudin 18.2, WES/ WTS

Courtesy of John Strickler, MD



Biomarkers for metastatic colon cancer
(NCCN v4.2024)

Biomarker(s) Assay(s)

—
O N
S anad/or NG

-

Other tests to consider: Blood NGS after progression on targeted therapy, germline testing, RNA seq, WES/WTS

— 1 DNA

ased N

POLE/POLD1, TMB-H

0 -0 0 , and RNA-D
NGS may detect NTRK fusions)

DUk€ L EInT Courtesy of John Strickler, MD



Biomarkers for metastatic biliary tract cancers
(NCCN v3.2024)

Biomarker(s) Assay(s)

HER2 overexpression or
amplification

SN HC +/- FISH (preferred)

NGS OK if limited tissue available

IHC (PMMR vs dMMR) or
PCR (MSI vs MSS) or
NGS (MSI vs MSS)

FGFR2 fusion, NGS or PCR

. (cfDNA testing can also detect
IDH1 mutation hotspot mutations in IDH1)

TMB-H, BRAFY600E KRAS
G12C, RET/ROS1, NTRK —_—
fusion

Adapted from discussion with John Strickler, MD



In general, what is your threshold for HER2 amplification to initiate anti-HER2
treatment?

Gastroesophageal

Colorectal cancer Biliary tract cancers
cancer

= /ﬁ Dr Bekaii-Saab HER2/CEP17 ratio 22.0 or § HER2/CEP17 ratio 22.0 or § HER2/CEP17 ratio 22.0 or
f: HER2 copy number 26 HER2 copy number 26 HER2 copy number 26

= : o ce IHC 3+ or IHC 2+/FISH IHC 3+ or amplified
‘@ Dr Strickler Amplified by NGS amplified by NGS

Dr Ciombor IHC 3+, IHC 2+/FISH IHC 3+, IHC 2+/FISH IHC 3+, IHC 2+/FISH

or ERBB2 amplified or ERBB2 amplified or ERBB2 amplified

IHC 3+ or IHC 2+/FISH § IHC 3+ or IHC 2+/FISH B IHC 3+ or IHC 2+/FISH
amplified amplified amplified

g Copy number >4
b with liquid biopsy

-2 Dr Philip

&'Q’ Dr Lieu

NGS = next-generation sequencing; IHC = immunohistochemistry; FISH = fluorescence in situ hybridization



Does RAS status (KRAS, BRAF) factor into your decision about which anti-HER2
treatment to administer to a patient with advanced HER2-positive Gl cancer?

Gastroesophageal -
Colorectal cancer canch 8 Biliary tract cancers

dx i Dr Bekaii-Saab
ol

@ Dr Strickler

oS

Dr Ciombor
Y

Neither Neither Neither




Case Presentation — Dr Strickler: 70-Year-Old Woman with
HER2-Positive Colon Cancer

Adenocarcinoma of splenic flexure found on routine screening colonoscopy
— CT scan: large mass in descending colon, multifocal unresectable hepatic metastases
— Biopsy confirms metastatic adenocarcinoma consistent with colorectal primary

Genomic profile: MSS, TMB-low, RAS/BRAF wildtype, TP53 mutation, HER2 IHC 3+; ERBB2 amplified
Seeking 2nd opinion after PD on FOLFIRI/bevacizumab and FOLFOX/bevacizumab
Tucatinib + trastuzumab with PR; PD in the liver after 14 months

Liquid biopsy after progression: MSS, TMB-low, RAS/BRAF wildtype, TP53 and APC mutations, ERBB2
amplified (high +++), MET amplified (medium ++)

Trastuzumab deruxtecan — remains on treatment over 3 years

U S P e DY
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In general, at what point do you administer anti-HER2 treatment to patients with
HER2-positive colorectal, gastroesophageal or biliary tract cancer?

Gastroesophageal
Colorectal cancer phag
cancer
r : : :

Dr Bekaii-Saab Second-line First-line
- metastatic disease metastatic disease

e Dr Strickl Second-line First-line
‘@ metastatic disease metastatic disease

Dr Cioribor Second- or third-line First-line

metastatic disease metastatic disease

Second-line First-line
metastatic disease metastatic disease

Second- or third-line J First-, second- or third-
metastatic disease line metastatic disease

Second-line First-line
metastatic disease metastatic disease

Biliary tract cancers

Second-line
metastatic disease

Second-line
metastatic disease

Second-line
metastatic disease

Second-line
metastatic disease

Second-line
and beyond

Second-line
metastatic disease



Regulatory and reimbursement issues aside, at what point would you like to

administer anti-HER2 treatment for patients with HER2-positive disease?

Gastroesophageal
Colorectal cancer phag
cancer
r - - : :
Dr Bekaii-Saab FlrSt.- Im? F'rSt.- Im.e
- metastatic disease metastatic disease
@ Dr Shrickler F|rst.-I|nfe Fwst-lmg metastatic
o metastatic disease disease

5 D¥ Cionibor First.-linfe First:ling
' metastatic disease metastatic disease
- ‘T Second-line First-line
(= €
. _ Dr Lien metastatic disease metastatic disease
Second-line First-line
ﬁ Sl metastatic disease metastatic disease
Or Phil: Second-line First-line
P metastatic disease metastatic disease

Biliary tract cancers

First-line
metastatic disease
First-line
metastatic disease

First- or second-line
metastatic disease

Second-line
metastatic disease

Second-line
metastatic disease
First-line
metastatic disease
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HERZ2 IHC criteria for HER2+

Breast

« |[HC 3+
* |IHC 2+ and ISH amplification

¢ In=>10% tumor cells

CRC, colorectal cancer; HER2+, HER2 gene amplification; IHC, immunohistochemical stain; ISH, in situ hybridization; m, metastatic.

1. Valtorta et al., Modern Pathology 2015.

Gastric

« |HC 3+
* |[HC 2+ and ISH amplification

¢ In=>10% tumor cells

HERACLES'

« |HC 3+
* |[HC 2+ and ISH amplification

¢ In>50% tumor cells

Courtesy of John Strickler, MD



MOUNTAINEER: Tucatinib + Trastuzumab for
HER2+ mCRC - Phase 2 Study Design

Primary endpoint:

e Confirmed ORR in Cohorts
A+B (RECIST v1.1 by
BICR)

Key eligibility criteria

« 22L mCRC

* RAS wild-type

* Measurable disease per
RECIST v1.1

* Prior fluoropyrimidines,

Cohort B
Tucatinib +

Cohort A
Tucatinib +

Trastuzumab Trastuzumab

(n=41)

(n=45)

Secondary endpoints:

oxaliplatin, irinotecan,
and anti-VEGF mAb
» HER2+ per local
IHC/FISH/NGS testing
* No prior anti-HER2
therapy

e DOR in Cohorts A+B
e PFS in Cohorts A+B
e OS in Cohorts A+B

e ORR by 12 weeks of

NCT03043313 treatment in Cohort C
(RECIST 1.1 by BICR)

*cross-over to Cohort B allowed in case
of non-response or disease progression

» Tucatinib is an oral, small molecule TKI that targets HER2
 Highly selective for the HER2 receptor
« Selectivity may improve tolerability (skin rash, diarrhea, etc.) compared to non-selective TKls

Strickler JH et al. Lancet Oncol. 2023;24(5):496-508. Corti C et al. ESMO Open. 2021;6(2):100063. Moulder SL et al. Clin Cancer Res. 2017;23(14):3529-3536.

DUke L EInT Courtesy of John Strickler, MD



MOUNTAINEER: Genomic Landscape of Acquired Alterations at Progression Timepoint or EOT

PR | s | | . -
PR 15.2 ‘ n=31; 1 patient removed from

PR 13.1 analysis due to no detected
PR 12.6 alterations at baseline, leading
PR 125 to analysis set of 30; 23/30
PR 10.3 showed alteration gains; 2/30

showed ERBB2 loss; 5/30

Es 23 showed no alteration gains and
- no ERBB2 loss.

SD 8.1

PR 8.1

PR 8

PR 6.8

SD 44 | l B

SNV/INDEL

F=w|
Bl Amplification

SD 2.8

SD 2.7

SD 27 | SNV/INDEL and
SD 26 [ amplification

SD 26
sOD | 26 . Il ] { » ] » 7 » _ I Loss of amplification
SD 21
| Note: a single BLUE or YELLOW box

PD 2.1 can represent multiple SNVANDEL
PD 17 ‘ | ‘ detections in the same gene
PD 1.5 |
PD 1.1 j ‘

R PFS S S 2 > A A © _ A 3 \ A 2

esponse & ?,?‘6% 0 \\(50 ® OQV\?/ of ec,(' ((0(.@ ?Oq?g' N\ = %@0"* %?‘d*
**KRAS G13C, G12C,
124N RAS Cell cycle RTK DDR DDR: DNA Damage Response; EOT, end of treatment;

PFS, progression-free survival; RTK: Receptor Tyrosine
Kinase; SNV, single nucleotide variation

Strickler et al. Presented at 2023 ESMO Congress

Duke..ivens i Courtesy of John Strickler, MD Strickler et al. Annals of Oncology (2023) 34 (suppl_2): S410-S457.



Mechanism of action of trastuzumab deruxtecan (T-DXd)

HER2-expressing tumor cell

1. Antibody-HER2 binding o P alengiand

payload release

4. Topoisomerase | inhibitor targets cell

nucleus
- S Membrane-permeable payload is released
from cell and enters neighboring cells

k3

Neighboring tumor cell

6. Bystander effect

Anti-HER2 antibody
&

Swain et al . Cancer Treatment Reviews. 106. May 2022

Courtesy of Tanios Bekaii-Saab, MD

Payload
topoisomerase |
inhibitor




DESTINY-CRCO1: Trastuzumab deruxtecan (T-DXd;
ds8201a) for HER2+ mCRC - Phase 2 Study Design

s S Cohort A
Key Eligibility Criteria HER2 Positive — IHC3+ or

— 2
(n=86) IHC2+/ISH+ (n=53)
>21+ mCRC

Primary Endpoint:

e Confirmed ORR (RECIST v1.1
by BICR)

HER2+ per central Secondary Endpoints:

confirmation Cohort B ORR= 0% 2 e DOR
- = 2 PF = 2.1

HER2 IHC2+/ISH- (n=15) S=2.1m Ok

PFS

0S

RAS/BRAF wild type Prior
anti-HER2 allowed

All patients received

trastuzumab deruxtecan ORR= 0% 2 ORR in cohorts B and C
6.4mg/kg IV Q3 weeks PFS=1.4m (RECIST 1.1 by BICR)

NCT03384940
At data cutoff (Dec 28, 2020)

* T-DXd is an antibody drug conjugate with a humanized anti-HER2 IgG1 mAb similar to trastuzumab?
* Topoisomerase | inhibitor payload?

* High payload-to-antibody ratio (8:1)3
BICR = blinded independent central review; DCR = disease control rate; DOR = duration of response; HER2+ = HER2 gene amplification; IHC =

immunohistochemistry; ISH = in situ hybridization; IV = intravenous; mAb = monoclonal antibody; mCRC = metastatic colorectal cancer; ORR, objective Courtesy of John Strickler, MD
response rate: OS = overall survival: PFS = progression-free survival: Q3 = eve weeks: RECIST v1.1 = Response Evaluation Criteria in Solid Tumor:

Duke R Siena et al., Lancet Oncol 2021; 2. Yoshino T et al. JCO.2021; 3. Nakada T et al., Chem Pharm Bull (Tokyo). 2019



DESTINY-CRCO1: Trastuzumab deruxtecan for
HER2+ mCRC - Efficacy Outcomes

Cohort A, N=53 (response assessed by BICR)'-?

Confirmed ORR, % (95% ClI) 45.3% (31.6-59.6)
mDOR, months (95% CI)? 7.0 months (5.8-9.5)
Disease control rate, % (95% CI) 83.0% (70.2-91.9)

PFS, months (95% CI)? 6.9 months (4.1-8.7)

OS, months (95% CI)? 15.5 months (8.8-20.8)

Data cutoff (Dec 28, 2020)

BICR = blinded independent central review; Cl = confidence interval; HER2+ = HER2 gene amplification;

mCRC = metastatic colorectal cancer; NE = not evaluable; ORR = objective response rate; OS = overall survival; c £ John Strickler. MD
PFS = progression-free survival ourtesy of John Strickler,

k Siena S et al. Lancet Oncol. 2021;22(6):779-789. Yoshino T et al. 2021 ASCO Annual Meeting. Abstract 3505.
Du eUNIVERSITY

Yoshino T et al. Nat Commun. 2023;14(1):3332.



DESTINY-CRCO1: Trastuzumab deruxtecan for
HER2+ mCRC - Subgroup analyses

Cohort A, N=53 (response assessed by BICR)

Cohort A overall 45.3 31.6-59.6

HER2 status
IHC3+ 40 57.5 40.9-73.0
IHC2+ and ISH-positive 13 7.7 0.2-36.0
Previous HER2 treatment
16 43.8 19.8-70.1
37 45.9 29.5-63.1

BICR = blinded independent central review; Cl = confidence interval; HER2+ = HER2 gene amplification;
MCRC = metastatic colorectal cancer; NE = not evaluable; ORR = objective response rate; OS = overall survival; PFS = progression-free survival

Courtesy of John Strickler, MD Siena et al., Lancet Oncol 2021; Yoshino T et al. JCO 2021.



DESTINY-CRCO02: Trastuzumab deruxtecan for
HER2+ mCRC - Efficacy Outcomes

5.4 mg/kg Q3W 6.4 mg/kg Q3W
(n = 82) (n =40)
Confirmed ORR, % (95% CI) 37.8% (27.3-49.2) 27.5% (14.6-43.9)
mDOR, months (95% CI) 5.5 months (4.2-8.1) 5.5 months (3.7-NE)
Disease control rate, % (95% CI) 86.6% (77.3-93.1) 85.0% (70.2-94.3)
PFS, months (95% CI) 5.8 months (4.6-7.0) 5.5 (4.2-7.0)
OS, months (95% CI) 13.4 months (12.5-16.8) NE (9.9-NE)

Courtesy of John Strickler, MD
Raghav K et al. 2023 ASCO Annual Meeting. Abstract 3501.
DukeUNIVERSITY

Raghav et al. Lancet Oncol 2024 (published online).



Treatment of HER2+ metastatic colorectal cancer:
Key takeaways

« All patients with metastatic CRC should be tested for HER2
overexpression/ amplification

* My testing practice:
— Order tissue NGS at time of diagnosis of metastatic disease
— |If ERBBZ2 amplification found on tissue NGS, then consider HER2 IHC

« T-DXd and tucatinib+trastuzumab are the only FDA-approved
therapies for HER2+ metastatic CRC

— Tucatinib + trastuzumab is an effective and generally well tolerated
chemotherapy-free regimen (well suited to RAS WT, HER2-naive pt)

— T-DXd is also active in patients with HER2 IHC= 3+, including RAS mutated
tumors

— T-DXd is active after progression on prior anti-HER2 therapies

Courtesy of John Strickler, MD




Regulatory and reimbursement issues aside, what would be your likely second-line treatment
for a patient with right-side pan-RAS wild-type, BRAF wild-type, MSS, HER2-positive mCRC as
described below who received FOLFOX/bevacizumab and experienced disease progression
after 9 months of maintenance bevacizumab?

IHC 3+ IHC 2+, FISH-positive

u;-,' Trastuzumab/tucatinib Trastuzumab/tucatinib
@ Dr Strickler Trastuzumab/tucatinib FOLFIRI/CAPIRI + bevacizumab
a

Dr Ciombor Trastuzumab/tucatinib Trastuzumab/tucatinib

Trastuzumab/tucatinib Trastuzumab/tucatinib

Trastuzumab/tucatinib, T-DXd, Trastuzumab/tucatinib, T-DXd,
or add back FOLFOX or add back FOLFOX

Trastuzumab/tucatinib Trastuzumab/tucatinib




Regulatory and reimbursement issues aside, what would be your likely second-line treatment
for a patient with right-side pan-RAS wild-type, BRAF wild-type, MSS, HER2-positive mCRC as
described below who received FOLFOX/bevacizumab and experienced disease progression

after 9 months of maintenance bevacizumab?

@ Dr Strickler
%

Dr Ciombor
Y

IHC 2+, FISH-negative

Trastuzumab deruxtecan
FOLFIRI/CAPIRI + bevacizumab

FOLFIRI/CAPIRI + bevacizumab

FOLFIRI + bevacizumab

FOLFIRI/CAPIRI == bevacizumab, FOLFOXIRI
=+ bevacizumab, or add back FOLFOX

FOLFIRI/CAPIRI + bevacizumab

With a HER2 mutation

FOLFIRI/CAPIRI + bevacizumab
FOLFIRI/CAPIRI + bevacizumab

FOLFIRI/CAPIRI + bevacizumab

FOLFIRI + bevacizumab

FOLFIRI/CAPIRI == bevacizumab, FOLFOXIRI
=+ bevacizumab, or add back FOLFOX

Trastuzumab/tucatinib




Regulatory and reimbursement issues aside, what would be your likely second-line treatment
for a patient with left-side pan-RAS wild-type, BRAF wild-type, MSS, HER2-positive mCRC as
described below who received FOLFOX/bevacizumab and experienced disease progression
after 9 months of maintenance bevacizumab?

IHC 3+ IHC 2+, FISH-positive

@ Dr Bekdii-Saab Trastuzumab/tucatinib Trastuzumab/tucatinib
@ Dr Strickler Trastuzumab/tucatinib Trastuzumab/tucatinib
o

Dr Ciombor Trastuzumab/tucatinib Trastuzumab/tucatinib

Trastuzumab/tucatinib Trastuzumab/tucatinib

Trastuzumab/tucatinib, T-DXd, Trastuzumab/tucatinib, T-DXd,
or add back FOLFOX or add back FOLFOX

Trastuzumab/tucatinib Trastuzumab/tucatinib




Regulatory and reimbursement issues aside, what would be your likely second-line treatment
for a patient with left-side pan-RAS wild-type, BRAF wild-type, MSS, HER2-positive mCRC as
described below who received FOLFOX/bevacizumab and experienced disease progression
after 9 months of maintenance bevacizumab?

IHC 2+, FISH-negative With a HER2 mutation

@ Trastuzumab deruxtecan FOLFIRI/CAPIRI + bevacizumab
@ Dr Strickler FOLFIRI/CAPIRI + bevacizumab ® FOLFIRI/CAPIRI + bevacizumab
PR

Dr Ciombor FOLFIRI/CAPIRI + bevacizumab § FOLFIRI/CAPIRI + bevacizumab

FOLFIRI + EGFR antibody FOLFIRI + EGFR antibody

FOLFIRI/CAPIRI == bevacizumab, FOLFOXIRI M FOLFIRI/CAPIRI = bevacizumab, FOLFOXIRI
=+ bevacizumab, or add back FOLFOX =+ bevacizumab, or add back FOLFOX

FOLFIRI/CAPIRI + bevacizumab Trastuzumab/tucatinib
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KEYNOTE-811: Overall response rate favors pembrolizumab*

Chemo + trastuzumab +
pembrolizumab

ORR: 74%
CR: 11%

| FoAapproved 5/5/2021 |

TN

* Interim analysis #1

100-
80
60-

404

20

0-

220
_40_-
_60_-
-80-
-100-

h)

Change from baseline

Chemo + trastuzumab +
placebo

ORR: 52%
CR: 3%

Courtesy of John Strickler, MD

Janjigian YY et al. Nature 2021;600(7890):727-30.




DESTINY-GastricO1: T-DXd superior to SOC

T-DXd PC Overall Best Percentage Change from Baseline in Tumor Size for Individual Patients

n=119 n =356 .
B i T-DXd
ORR (CR + PR) by ICR, n (%) 61 (51.3) 8 (14.3) £
95% Cl, 41.9-60.5 95% Cl, 6.4-26.2 ag ]l
P < 0.0001° £°
o0 40 -
CR 11 (9.2) 0 g3 ) s
PR 50 (42.0) 8 (14.3) 58 .
o
& 259 2762 T
PD 14 (11.8) 17 (30.4) E2 0. il
Not evaluable 2(1.7) 4(7.1) g S -60 4
Confirmed ORR (CR + PR) by ICR, n 50 (42.0) 7 (12.5) &9 a0 '
(%)° 95% Cl, 33.0-51.4 95% Cl, 5.2-24.1 8 100 - Patients (n = 117)
CR 10 (8.4) 0 oo PC
PR 40° (33.6) 7 (12.5) E_ gl
SD 52 (43.7) 28 (50.0) 2L w0,
PD 14 (11.8) 17 (30.4) 58 40,
Not evaluable 3(2.9) 4(7.1) § g 20
Confirmed DCR (CR + PR + SD), 102 (85.7) 35 (62.5) o2 o | L] PEA —
n (%)? 95% Cl, 78.1-91.5 95% Cl, 48.5-75.1 g5 2
Confirmed DOR, 125 39 ge
median, months 95% Cl, 5.6-NE 95% Cl, 3.0-4.9 g= o]
TTR, median, months 1.5 1.6 %
! ! -100 A i =
95% ClI, 1.4-1.7 95% Cl, 1.3-1.7 @ Rotta :=52)

Courtesy of John Strickler, MD

D k Yamaguchi K et al. ASCO Gastrointestinal Cancers Symposium 2022;Abstract 242.
u e UNIVERSITY

Shitara et al. N Engl ] Med 2020:382:2419-2430.



DESTINY-GastricO1: T-DXd activity for HER2
intermediate/ low expressing tumors

Cohort 1 Cohort 2
(HER2 IHC2+/ ISH-) (HER2 IHC1+)

ORR= 26.3%

ORR=9.5%

Percent
|
N
o
Percent

- Received prior irinotecan . Received prior irinotecan

Courtesy of John Strickler, MD

Yamaguchi K et al. J Clin Oncol 2023; 41(4) 816-825



DESTINY-GastricO2: T-DXd in US/European patients with
HERZ2+ gastric/ gastroesophageal cancer (= 2L)

April 9, 2021 Data Cutoff? November 8, 2021 Data Cutoff®
Response Assessment by ICR Patients (N = 79) Patients (N = 79)
. 38.0 (30) 41.8 (33)
0,
Sonfirmed ORR, 2 i) (95% Cl, 27.3-49.6) (95% Cl, 30.8-53.4)
Confirmed best overall response, % (n)
CR 3.8 (3) 2.1(4)
PR 34.2 (27) 36.7 (29)
SD 43.0 (34) 39.2 (31)
PD 16.5 (13) 16.5 (13)
Not evaluable 2.5 (2) 2.5 (2)
. 81.0 (64) 81.0 (64)
do
SRR PR LR g () (95% Cl, 70.6-89.0) (95% Cl, 70.6-89.0)
Median DoR, months 8.1 (95% ClI, 4.1-NE) 8.1 (95% Cl, 5.9-NE)e
Median TTR, months 1.4 (95% CI, 1.4-2.6) 1.4 (95% CI, 1.4-2.7)

Median OS at November 8, 2021 data cutoff = 12.1 mo; median PFS = 5.6 mo
AE rates similar to DESTINY-Gastric01; Grade 1-2 pneumonitis= 9%; Grade 5 pneumonitis = 1% Courtesy of John Strickler, MD

D k Ku et al. Presented at ESMO Congress 2022; Presentation 1205MO.
u e UNIVERSITY

Van Cutsem et al. Lancet Oncol 2023:24:744-56.



Heterogenelty drives resistance to HER2 therapies in
patients with HER2+ metastatic gastroesophageal cancer

heterogeneity heterogeneity

Spatial heterogeneity Temporal heterogeneity
§§ Acquired genomic
. alterations
Intralesional Interlesional .

HER2 loss

Pietrantonio et al. Int J Cancer 2016; 139: 2859-2864.
Janjigian et al. Cancer Discov 2018; 8 (1): 49-58.

Courtesy of John Strickler, MD



Treatment of HER2+ metastatic gastroesophageal
cancer: Key takeaways

» All patients should be tested for HER2 at the time of
diagnosis of metastatic disease

* Consider sequential testing of HER2, PD-L1, MSI/MMR,
tumor agnostic biomarkers (via NGS)

* Preferred 1L option: FOLFOX + trastuzumab +
pembrolizumab (if PD-L1+)

» (Consider retesting HER2 after progression on 1L therapy

« T-DXd is active (and FDA-approved) for pts with IHC3+ or
IHC2+/ISH-positive disease who have received a prior
trastuzumab-based regimen

Courtesy of John Strickler, MD




Regulatory and reimbursement issues aside, what would be your preferred first-line anti-HER2
treatment for a patient with newly diagnosed metastatic HER2-positive (IHC 3+), MSS
gastroesophageal adenocarcinoma with a PD-L1 combined positive score (CPS) of 0, and what
other options would you consider?

Initial anti-HER2 treatment Other options

@ Dr Strickler Trastuzumab/FOLFOX Trastuzumab/CAPOX

Trastuzumab/CAPOX or
. Dr Ciombor Trastuzumab/FOLFOX 5-FU/cisplatin/trastuzumab
&-gt Dr Lieu Trastuzumab/FOLFOX/ Trastuzumab/FOLFOX
L3 pembrolizumab
Dr Mehta FOLFOX Zanidatamab/chemotherapy

=221 Dr Philip Trastuzumab/FOLFOX or CAPOX




Regulatory and reimbursement issues aside, what would you currently recommend as
second-line therapy for a patient with metastatic HER2-positive (IHC 3+), MSS
gastroesophageal adenocarcinoma with a PD-L1 CPS of 0 who experienced disease
progression on FOLFOX/trastuzumab, and what other options would you consider?

Second-line treatment Other options

~<d Dr Strickler Trastuzumab deruxtecan AT L R TR (RIS e L
FOLFIRI +/- ramucirumab

. Dr Ciombor Trastuzumab deruxtecan Tucatinib/trastuzumab +/-

ramucirumab/paclitaxel
&-gt Dr Lieu Trastuzumab deruxtecan Ramucirumab/paclitaxel
Dr Mehta Trastuzumab deruxtecan Tucatinib/trastuzumab

221 Dr Philip Trastuzumab deruxtecan Tucatinib/trastuzumab
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From anatomical to molecular subgroups

Anatomical’ Molecular 23
Liver - 2023
Common .
hepatic duct ___ Intrahepatic
Cystic duct . RS i
i Perihilar
Gallbladder N |
Common ———
bile duct Distal
extrahepatic

Ampulla of Vater

Duodenum -

BRAF, B-Raf proto-oncogene; FGFR2, fibroblast growth factor receptor 2; HER2, human epidermal growth factor receptor 2; IDH1, isocitrate
dehydrogenase 1; MMR, mismatch repair deficiency; NTRK, neurotrophic receptor tyrosine kinase; RNF43, ring finger protein 43.

1. Blechacz et al Nat Rev Gastroenterol Hepatol 2011;8:512-22
2. Lamarca et al J Hepatol 2020 Jul;73(1):170-185
3. Kendre et al. J Hepatol 2023 Mar;78(3):614-626

Courtesy of Tanios Bekaii-Saab, MD




Tucatinib and Trastuzumab for Previously Treated

Human Epidermal Growth Factor Receptor 2—Positive Nakamura and Bekaii-Saab et al . Clin Oncol 2023
Metastatic Biliary Tract Cancer (SGNTUC-019)

100 A

20%

-30%

Change From Baseline (%)

Best overall confirmed response
B Complete response

-80 - M Partial response

I Stable disease

-100 4 W Disease progression

Individual Patients (n = 29)

IHC? NA NA 2+ 3+ 2+ NA NA 2+ NA 3+ 2+ 3+ NA NA NA 3+ NA NA NA NA NA NA NA NA NA NA 3+ 3+ NA
FISH/CISH® + NA + NA + + NA + NANA + + NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA

-+

+ o+ + + + o+ o+ + + 4+ + 4+ + + + + + + + +
A(T) NA

+
s NS A iy 2 ey ™ [l ] ey 22 ey Lo (et ! ! L e e ) [0 L) ! )

b
s ! (T) (T) (B)

Courtesy of Tanios Bekaii-Saab, MD



Trastuzumab Deruxtecan in Human Epidermal Growth

Factor Receptor 2—Expressing Biliary Tract Cancer (HERB; Ohba et al. ) Clin Oncol 2024
NCCH1805): A Multicenter, Single-Arm, Phase Il Trial

= 100
o mm HER2-positive(lHC 3+)
Screened (N = 300)
HER2-positive BTC  (n = 61) = 80| == HER2-positive(lHC 2+/ISH +)
HER2-low BTC (n = 120) s HER2-1
8 = -low
©  60f
(a'a]
Registered (n=232) -
HER2-positive BTC  (n = 24) g 40 AP
HER2-low BTC (n=8) — = EP P
. L
5 20
(@)
48]
_ a 0
Safety analysis set (n=32) e
HER2-positive BTC  (n = 24) =
HER2-low BTC (n=8) X o 20
| Excluded (n=2) Ce
Deviated from the inclusion criteria (n=1)? )
I Violated the exclusion criteria (n=1)" E -40
Full analysis set (n=30) 'E
nggg-ﬁﬁ.g\;%mc “;:.23 -60 E : Extrahepatic bile duct cancer * : Response (CR+PR)
- g G: Gallbladder cancer S:SD
= | : Intrahepatic cholangiocarcinoma P:PD
= -80 A: Ampulla of Vater cancer N: NE
PK/HAHA analysisset (n=7) ©
E -1 00 B E,* E,“
Patients

Courtesy of Tanios Bekaii-Saab, MD



Biliary Tract Cancer Conclusions/Take-Aways

* NGS ( + emerging liquid platforms) testing is central to future applications of novel therapies in Biliary
Cancer

* Applying genomic technology and molecular classification critically and timely in
cholangiocarcinoma is changing the therapeutic landscape.

* Molecularly targeted agents such as those targeting HER2 are providing patients with advanced
cholangiocarcinoma new treatment options

* Drug resistance mechanisms and novel strategies to overcome drug resistance

Courtesy of Tanios Bekaii-Saab, MD



Regulatory and reimbursement issues aside, what would be your most likely initial anti-
HER2 treatment for a patient with advanced HER2-overexpressing (IHC 3+) biliary tract
cancer (PS 0), and what other options would you consider?

Initial anti-HER2 treatment Other options
Tucatinib/trastuzumab,
@ Dr Strickler Trastuzumab deruxtecan trastuzumab/pertuzumab, zanidatamab

Trastuzumab/pertuzumab,
. Dr Ciombor Tucatinib/trastuzumab T-DXd, zanidatamab
&-gt Dr Lieu Trastuzumab deruxtecan Zanidatamab
@ Dr Mehta | would not recommend anti-HER2
| treatment in this setting

.25 Dr Philip Tucatinib/trastuzumab Zanidatamab




Regulatory and reimbursement issues aside, what would be your preferred second-line systemic
treatment for a patient with advanced HER2-overexpressing (IHC 3+) biliary tract cancer (PS 0)
who experienced disease progression after durvalumab/cisplatin/gemcitabine, and what other
options would you consider?

Second-line treatment Other options
Tucatinib/trastuzumab, zanidatamab,
@ Dr Strickler Trastuzumab deruxtecan trastuzumaby/pertuzumab

T-DXd, trastuzumab/pertuzumab
. Dr Ciombor Tucatinib/trastuzumab
g-ﬁt Dr Lieu Trastuzumab deruxtecan Zanidatamab
@ Dr Mehta Trastuzumab deruxtecan or FOLFOX, FOLFIRI, regorafenib, zanidatamab,
| tucatinib/trastuzumab nivolumab, pembrolizumab/lenvatinib

28 Dr Philip Tucatinib/trastuzumab Zanidatamab
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MOUNTAINEER: Tucatinib + trastuzumab AE profile

* Majority of TEAEs were low grade, and rates were stable with longer follow-up

« Common TEAESs included diarrhea (66.3%), fatigue (44.2%) and nausea (34.9%)
* Most tucatinib-related TEAEs were of low grade

Most Common TEAEs (215%) Most Common Tucatinib-related TEAEs (23%)

100 - 100 =
/]// n=86 2; n=86
70 | 66.3 = Grade >3 70 - = Grade 23
60 = Grade 1-2 60 - m Grade 1-2
:\& < 52.3
> 50 - > 50 -
e g
g 40 L 40 -
o o
I 30 - o 30 -
18.6
0 20 - 17.4
101 101 8 58 47 47 47 47 35 35 35 35 35 35 35 35
0 - 0 -
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AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event.

Courtesy of John Strickler, MD
Strickler et al. Presented at 2024 ASCO Annual Meeting
DukeUNIVERSITY

Strickler et al. J Clin Oncol 42, 2024 (suppl 16; abstr 3509).



DESTINY-CRCO02: Adjudicated Drug-Related ILD/
Pneumonitis by Independent Adjudication Committee

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Adjudicated as drug-related
ILD/pneumonitis, n (%)

Any grade 4 (9.8) 3(7.1) 7 (8.4) 5 (12.8)
Grade 1 1(2.4) 0 1(1.2) 2 (5.1)
Grade 2 3(7.3) 3(7.1) 6 (7.2) 2 (5.1)
Grade 3 0 0 0 0
Grade 4 0 0 0 0
Grade 5 0 0 0 1(2.6)

Courtesy of John Strickler, MD
Raghav K et al. 2023 ASCO Annual Meeting. Abstract 3501.

Raghav et al. Lancet Oncol 2024 (published online).



Management of interstitial
lung disease/pneumonitis in
patients undergoing
treatment with trastuzumab
deruxtecan (T-DXd)

e e —————

Henning et al . Current Oncology 2023 . 30(9), 8019-8038;

RISK FACTORS FOR \

/T-Dxd-RELATED ILD [62]

WHEN TO CONSIDER ILD/PNEUMONITIS: PATIENT EVALUATION:
* Acute onset of new or worsening pulmonary Include: R
* Baseline Sp02 < 95%
t h, d | * HR .
:‘st::/ bl Ct(l'lger YSDM.a).am!/‘or'o (helr ‘e « $p0; * T-DXd dose > 6.4 mg/kg q3w
WoRUP « Temporal relationship between T-DXd use and nsider: 2 ;" years since initial disease
symptom onset * Pulmonary consultation * Infectious disease consultation = Roagnlosas foncti
* Radiologic changes p ially c with * Blood culture and CBC; * Tests to rule out respiratory infection 2 e"i :;s u"r o
ILD/pneumonitis other blood tests as needed  + Arterial blood gas 285 00 YouE
. PFT * Baseline or prior lung
comorbidities (asthma,
COPD], prior ILD/pulmonary
fibrosis, radiation
Confirmed |m/.® — xplore other etiologies and itis)
pneumonitis? according to routine clinical practice M/
G
+ ! |}
( GRADE 1 R [ GRADE 2 Yl GRADE 3+ )
SEVERITY OF ILD/ Asymp diographic findings only Symptomatic, not interfering with Symptomatic, interfering with activities of daily living or
PNEUMONITIS activities of daily living requiring supplemental oxygen (G3); life-threatening,
L IR p L or ventilator support required (G4) !
pt T-DXd until resolved to Grade 0, then: / Permanently discontinue T-DXd. \ / Permanently discontinue T-DXd. \
T-DXd DOSING * If resolved in 28 days or less from date of onset, maintain dose

MODIFICATION

(starting dose is 5.4 mg/kg (6.4 mg/kg for gastric cancer]).
If resolved in > 28 days from date of onset, reduce dose one level:
* Dose reduction with first occurrence:
4.4 mg/kg (5.4 mg/kg for gastric cancer)
* Dose reduction with second occurrence:
3.2 mg/kg (5.4 mg/kg for gastric cancer)
* If third occurrence - permanently discontinue T-DXd treatment

If ILD/pneumonitis event is not resolved within 126 days from the

last infusion, p I T-DXd

Py
y disc

/

&,

-

A

MANAGEMENT OF
ILD/PNEUMONITIS

\

ﬂ)nsider corticosteroid treatment as soon as ILD/ pneumonilisi\
suspected

* Prednisolone > 0.5 mg/kg/day or equi
* Gradual taper over > 4 weeks
Monitor and closely follow-up in 2-7 days for onset of clinical
symptoms and Sp0O,

Consider follow-up imaging in 1-2 weeks or as clinically indicated

i

ﬂompxlv initiate corticosteroid treatment as soon as ILD/

i

pneumonitis is suspected \

« = 1mg/kg/day of prednisolone or equivalent for = 14 days
* Gradual taper over = 4 weeks
Monitor symptoms closely
Re-image within 7-14 days to confirm improvement and then re-
image as clinically indicated (HRCT strongly recommended)
If clinical or diagnostic observations worsen or do not improve in 5
days:
* Consider increasing dose of steroids (e.g., 2 mg/kg/day of
dni or lent), switching administration to i.v.

p
(e.g. methylprednisolone)

* Reconsider additional work-up for alternative etiologies as
described above
Escalate care as clinically indicated

ﬂosp&(alintion required

* Promptly initiate empirical high-dose methylprednisolone i.v.

=

treatment:

* 500-1000 mg/day for 3 days followed by > 1 mg/kg/day of
prednisolone (or equivalent) for = 14 days

* Gradual taper over > 4 weeks

Re-image within 7-14 days to confirm improvement and then re-

image as clinically indicated (HRCT strongly recommended)

If still no improvement within 5 days:

* Reconsider additional work-up for alternative etiologies as
described above

* Consider other immunosuppressants and/or treat per local
practice

* Consider involving respirology, or internal medicine/respiratory
therapy

—

Consider PJP prophylaxis with TMP-SMX for all

- rec

ded for pati

who are expected to be on corticosteroids at a dose of 2 20 mg for 2 1 month

—

Courtesy of Tanios Bekaii-Saab, MD




At what grade of ILD would you permanently discontinue therapy with
trastuzumab deruxtecan for a patient with HER2-positive Gl cancer?

Gastroesophageal -
Colorectal cancer canch 8 Biliary tract cancers

dx i Dr Bekaii-Saab
ol

@ Dr Strickler

oS

Dr Ciombor
Y

Grade 1 Grade 2 Grade 2




Based on available data and your personal clinical experience, how would you
characterize the degree of alopecia observed with trastuzumab deruxtecan in
patients with Gl cancers?

= Dr Bekaii-Saab Moderate

‘@ Dr Strickler Moderate

Dr Ciombor Moderate

€'§ Dr Lieu Less than that observed with other chemotherapy

4

Dr Mehta Moderate

d\ Dr Philip Less than that observed with other chemotherapy
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Zanidatamab: anti-HER2 biparatopic antibody that induces unique

HER?2 clustering and complement-dependent cytotoxicity
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Courtesy of Tanios Bekaii-Saab, MD




Zanidatamab for HER2-amplified, unresectable, locally
advanced or metastatic biliary tract cancer (HERIZON- Harding J et al . Lancet Oncol 2023

BTC-01): a multicentre, single-arm, phase Ilb study

Biliary tract cancer subtype

Bl Gallbladder cancer

B Intrahepatic cholangiocarcinoma
[ Extrahepatic cholangiocarcinoma
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Patients Courtesy of Tanios Bekaii-Saab, MD



Zanidatamab for HER2-amplified, unresectable, locally
advanced or metastatic biliary tract cancer (HERIZON-
BTC-01): a multicentre, single-arm, phase Ilb study

Patients

L e o
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Harding J et al . Lancet Oncol 2023

Courtesy of Tanios Bekaii-Saab, MD



Inside the Issue: Optimizing the Diagnosis and
Treatment of Neuroendocrine Tumors

A CME/MOC-Accredited Live Webinar

Thursday, August 29, 2024
5:00 PM -6:00 PM ET

Faculty
Pamela Kunz, MD
Simron Singh, MD, MPH

Moderator
Neil Love, MD




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and ABS
credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.




