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We Encourage Clinicians in Practice to Submit Questions

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 

more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 

You may do this as many times as you need for readability.
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Quick Survey Quick Poll
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with these instructions.
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ASCO 2005: Initial Presentations of Adjuvant Trastuzumab
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Trastuzumab Deruxtecan (T-DXd) vs Trastuzumab 
Emtansine (T-DM1) in Patients with High-Risk Human 
Epidermal Growth Factor Receptor 2–Positive (HER2+) 
Primary Breast Cancer with Residual Invasive Disease 
After Neoadjuvant Therapy: Interim Analysis of 
DESTINY-Breast05

Geyer CE et al. 

ESMO 2025;Abstract LBA1.

PROFERRED PAPER | SUNDAY, OCTOBER 18 | 16:30 CEST



DESTINY-Breast11: Neoadjuvant Trastuzumab 
Deruxtecan Alone (T-DXd) or Followed by Paclitaxel + 
Trastuzumab + Pertuzumab (T-DXd-THP) vs SOC for 
High-Risk HER2+ Early Breast Cancer (eBC)

Harbeck N et al. 

ESMO 2025;Abstract 291O.

PROFERRED PAPER | SUNDAY, OCTOBER 18 | 16:30 CEST



HER2 testing in BTC: who, when, and how

  WHO: All patients with locally advanced or metastatic BTC (GBC, eCCA, iCCA)

  WHEN: At diagnosis

• 1st line trials!

• Future direction: consider earlier testing for neoadjuvant/perioperative strategies

Javle et al. Cancer 2016 | Jacobi et al. Oncol Res Treat 2021

  HOW: Immunohistochemistry 

(IHC) 

HER2 protein 

In situ hybridization 

(ISH) 

ERBB2 DNA

ERBB2 amplification

Next-generation 

sequencing (NGS) 

ERBB2 DNA 

ERBB2 amplificationWhat it indicates

What it detects

Tissue and/or blood-based

HER2 overexpression 

Courtesy of Haley Ellis, MD 
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Case Presentation: 50-year-old woman with metastatic 
HER2-positive gallbladder cancer who receives 
gemcitabine/cisplatin/durvalumab with partial response 

Dr Jeremy Lorber (Beverly Hills, California)
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Case Presentation: 67-year-old man with metastatic 
HER2-low (IHC 2+) gallbladder cancer who receives 
pembrolizumab/cisplatin/gemcitabine 

Dr Brian Mulherin (Indianapolis, Indiana)
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Kehmann et al. ESMO Open 2024C

BTC harbor targetable genomic alterations

Courtesy of Haley Ellis, MD 



Galdy et al. Cancer Metastasis Rev 2017 | Ayasun et al. Cancers 2023 | Lee et al. ASCO GI 2025 | Soreide et al. Eur J Surg Oncol 2025

Gallbladder cancer

(GBC)
~15-35%

Intrahepatic 

cholangiocarcinoma

(iCCA)
~3-5%

Extrahepatic 

cholangiocarcinoma

(eCCA)
~10-20%

HER2 amplification/overexpression spans all BTC subtypes

HER2 positivity is associated with a worse prognosis in advanced BTC

Courtesy of Haley Ellis, MD 



Distribution of HER2 IHC Expression Levels Across Cancer Types

Uzunparmak B et al. Ann Oncol 2023 November;34(11):1035-46.

.

.

CUP = cancer of unknown primary; HN = head and neck; CCA = cholangiocarcinoma; HCC = hepatocellular carcinoma; FT = fallopian tube; 
HNSCC = head and neck squamous cell carcinoma; HN-ACC = adenoid cystic carcinoma of head and neck



HERIZON-BTC-01 Trial: Zanidatamab Mechanism of Action and Background

Pant S et al. ASCO 2024;Abstract 4091; Rha SY et al. ESMO 2024;Abstract 516MO.

cORR = confirmed objective response rate; OS = overall survival



Phase IIb HERIZON-BTC-01 Study Design

Pant S et al. ASCO 2024;Abstract 4091.



HERIZON-BTC-01: Tumor Responses with Zanidatamab

Mercade TM et al. ESMO 2024;Abstract 62TiP.

eCCA = extrahepatic cholangiocarcinoma; GBC = gallbladder cancer; iCCA = intrahepatic cholangiocarcinoma



Phase IIb HERIZON-BTC-01: Objective Response Rate 
and Duration of Response (DOR)
(Cohort 1 – HER2 IHC 2+ or 3+)

Pant S et al. ASCO 2024;Abstract 4091.



Phase IIb HERIZON-BTC-01: Overall Survival (OS) 
(Cohort 1 – HER2 IHC 2+ or 3+)

Pant S et al. ASCO 2024;Abstract 4091.



Phase IIb HERIZON-BTC-01: Overall Safety (Cohorts 1 and 2) N = 87

Pant S et al. ASCO 2024;Abstract 4091.



HERIZON-BTC-01: Author Conclusions

Pant S et al. ASCO 2024;Abstract 4091.



HERIZON-BTC-302 Ongoing Pivotal Phase III Trial Design

Harding J et al. Gastrointestinal Cancers Symposium 2025;Abstract TPS648.



DiscovHER PAN-206: Phase 2 Tumour-Agnostic Study of 
Zanidatamab in Patients With Previously Treated Human 
Epidermal Growth Factor Receptor 2–Overexpressing 
Solid Tumours

Subbiah V et al. 

ESMO 2025;Abstract 1028eTiP.
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Subbiah V et al. ESMO 2025;Abstract 1028eTiP



Zanidatamab Clinical Development Across Multiple Tumor Types

Kanwal W et al. BMC Cancer 2025;25(1):382.



Zanidatamab Ongoing Studies

Kanwal W et al. BMC Cancer 2025;25(1):382.



Zanidatamab Ongoing Studies (Continued)

Kanwal W et al. BMC Cancer 2025;25(1):382.



DESTINY-PanTumor02 Study Design

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000.



DESTINY-PanTumor02: Survival and Efficacy in Biliary Tract Cancer (BTC)

Meric-Bernstam F et al. J Clin Oncol 2024 January 1;42(1):47-58.



Management of HER2-Positive GI Cancers

Introduction: Assessment of HER2 Status

Case 1: Dr Lorber – 50-year-old woman

Case 2: Dr Mulherin – 67-year-old man

     Data Review: Biliary Tract Cancers

Case 3: Dr Gandhi – 56-year-old man

Case 4: Dr Gupta – 62-year-old woman

     Data Review: Colorectal Cancer

Case 5: Dr Peles – 55-year-old man

Case 6: Dr Apuri – 62-year-old man

Case 7: Dr Rudolph – 61-year-old man

     Data Review: Gastroesophageal Cancer



Dr Sunil Gandhi (Lecanto, Florida)

Case Presentation: 56-year-old man with HER2-positive 
metastatic rectal cancer who experiences disease progression 
on T-DXd and on capecitabine/tucatinib/trastuzumab 



Management of HER2-Positive GI Cancers

Introduction: Assessment of HER2 Status

Case 1: Dr Lorber – 50-year-old woman

Case 2: Dr Mulherin – 67-year-old man

     Data Review: Biliary Tract Cancers

Case 3: Dr Gandhi – 56-year-old man

Case 4: Dr Gupta – 62-year-old woman

     Data Review: Colorectal Cancer

Case 5: Dr Peles – 55-year-old man

Case 6: Dr Apuri – 62-year-old man

Case 7: Dr Rudolph – 61-year-old man

     Data Review: Gastroesophageal Cancer



Case Presentation: 62-year-old woman with recurrent 
HER2-positive rectal adenocarcinoma who receives T-DXd 

Dr Ranju Gupta (Bethlehem, Pennsylvania)
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MOUNTAINEER Phase II Study Design

Strickler J et al. ASCO 2024;Abstract 3509.



MOUNTAINEER: Final Efficacy Outcomes

Strickler J et al. ASCO 2024;Abstract 3509.



MOUNTAINEER: Safety Summary

Strickler J et al. ASCO 2024;Abstract 3509.



MOUNTAINEER-03 Phase III Study Design

Bekaii-Saab T et al. ASCO 2023;Abstract TPS3631.



DESTINY-CRC02 Phase II Study Design

Raghav K et al. ASCO 2023;Abstract 3501.



DESTINY-CRC02: Incidence of Interstitial Lung Disease (ILD)

Raghav K et al. ASCO 2023;Abstract 3501.



First-Line Zanidatamab and Chemotherapy for Patients with 
HER2-Positive Metastatic Colorectal Cancer

Rha SY et al. ESMO 2024;Abstract 516MO.

cORR = confirmed objective response rate; cBOR = confirmed best overall response; DCR = disease control rate



Adverse Events with First-Line Zanidatamab in Combination 
with Chemotherapy for Patients with HER2-Positive Metastatic 
Colorectal Cancer

Rha SY et al. ESMO 2024;Abstract 516MO.



A 2-Year Follow-Up of Zanidatamab + mFOLFOX6 ± 
Bevacizumab in First-Line Treatment of Patients with 
Human Epidermal Growth Factor Receptor 2 (HER2)-
Positive Advanced/Metastatic Colorectal Cancer

Rha SY et al. 

ESMO 2025;Abstract 746P.
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Rha SY et al. ESMO 2025;Abstract 746P
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Case Presentation: 55-year-old man with HER2-positive 
metastatic GEJ adenocarcinoma who receives 
FOLFOX/trastuzumab and achieves CR by imaging and 
ctDNA testing 

Dr Shachar Peles (Lake Worth, Florida)
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Case Presentation: 62-year-old man with recurrent 
HER2-positive, claudin 18.2-positive metastatic esophageal 
adenocarcinoma (PD-L1 CPS 5) 

Dr Susmitha Apuri (Inverness and Lecanto, Florida)
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Case Presentation: 61-year-old man with HER2-positive 
esophageal adenocarcinoma and isolated brain 
metastases s/p SBRT 

Dr Priya Rudolph (Athens, Georgia)
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FDA Approves Pembrolizumab for HER2-Positive Gastric or 
Gastroesophageal Junction Adenocarcinoma Expressing PD-L1 (CPS ≥1)
Press Release: March 19, 2025

“The Food and Drug Administration granted traditional approval to pembrolizumab with trastuzumab, 
fluoropyrimidine- and platinum-containing chemotherapy for the first-line treatment of adults with locally 
advanced unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ) 
adenocarcinoma whose tumors express PD-L1 (CPS ≥1).

Pembrolizumab previously received accelerated approval for this indication on May 5, 2021.

Efficacy was evaluated in KEYNOTE-811 (NCT03615326), a multicenter, randomized, double-blind, placebo-
controlled trial enrolling 698 patients with HER2-positive advanced gastric or GEJ adenocarcinoma not 
previously treated with systemic therapy for metastatic disease. 

In patients with tumors that were PDL1 CPS ≥1, median PFS was 10.9 months (95% CI: 8.5, 12.5) in the 
pembrolizumab arm and 7.3 months (95% CI: 6.8, 8.4) in the placebo arm (Hazard ratio [HR] 0.72 [95% CI: 
0.60, 0.87]). Median OS was 20.1 months (95% CI: 17.9, 22.9) and 15.7 months (95% CI: 13.5, 18.5) in the 
respective arms (HR 0.79 [95% CI: 0.66, 0.95]).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal-
junction-adenocarcinoma



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: A Phase III Study of First-Line Pembrolizumab 
with Trastuzumab and Chemotherapy for HER2-Positive 
Gastroesophageal Cancers

FP = fluorouracil and cisplatin; CPS = combined positive score; OS = overall survival; PFS = progression-free survival; ORR = objective 
response rate; DOR = duration of response



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: Survival by PD-L1 Combined Positive Score (CPS) 



Phase III DESTINY-Gastric04 Study Design

Shitara K et al. ASCO 2025;Abstract LBA4002.



Phase III DESTINY-Gastric04: Overall Survival (Primary Endpoint)

Shitara K et al. ASCO 2025;Abstract LBA4002.



Phase III DESTINY-Gastric04: Progression-Free Survival

Shitara K et al. ASCO 2025;Abstract LBA4002.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers: 4-Year Follow-Up

Elimova E et al. ASCO 2025;Abstract 4013.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers: Objective Response Rate 
— 4-Year Follow-Up

Elimova E et al. ASCO 2025;Abstract 4013.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers: DOR — 4-Year Follow-Up

Elimova E et al. ASCO 2025;Abstract 4013.



HERIZON-GEA-01: A Phase III Study of Zanidatamab with 
Chemotherapy with or without Tislelizumab for First-Line 
Treatment of HER2-Positive Gastric and Esophageal Cancers

Tabernero J et al. Future Oncol 2022;18(29):3255-66. GEA = gastroesophageal adenocarcinoma



MOUNTAINEER-02: A Phase II/III Study of Second-Line Tucatinib, Trastuzumab, 
Ramucirumab and Paclitaxel for HER2-Positive Gastroesophageal Cancers

Catenacci D et al. Gastrointestinal Cancers Symposium 2022;Abstract TPS371.

ctDNA = circulating tumor DNA



Brian P Mulherin, MD 
American Oncology Network
Indianapolis, Indiana

Contributing General Medical Oncologists

Shachar Peles, MD
Florida Cancer Specialists 
& Research Institute
Lake Worth, Florida

Ranju Gupta, MD 
Lehigh Valley Topper Cancer Institute
Bethlehem, Pennsylvania

Jeremy Lorber, MD 
Cedars-Sinai Medical Center  
Beverly Hills, California

Susmitha Apuri, MD 
Florida Cancer Specialists 
& Research Institute
Inverness and Lecanto, Florida

Sunil Gandhi, MD 
Florida Cancer Specialists 
& Research Institute
Lecanto, Florida

Priya Rudolph, MD, PhD 
Georgia Cancer Specialists 
Northside Hospital Cancer Institute 
Athens, Georgia



Cancer Q&A: Understanding the Role and Reality of CAR (Chimeric 
Antigen Receptor) T-Cell Therapy for Non-Hodgkin Lymphoma

A Webinar Series for Clinicians and Patients, 
Developed in Partnership with CancerCare®

Moderator
Neil Love, MD

Faculty 
Jeremy S Abramson, MD, MMSc

Loretta J Nastoupil, MD

Wednesday, October 22, 2025
6:00 PM – 7:00 PM ET

Wednesday, November 12, 2025
5:00 PM – 6:00 PM ET

Patients Clinicians



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.
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