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Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com



Breakfast with the Investigators: Current and 
Emerging Role of Antibody-Drug Conjugates 

in the Treatment of Lung Cancer

Moderator
Jacob Sands, MD

Faculty 

Saturday, June 1, 2024
6:45 AM – 7:45 AM CT (7:45 AM – 8:45 AM ET)

Rebecca S Heist, MD, MPH
Luis Paz-Ares, MD, PhD



Laila Agrawal, MD
Norton Cancer Institute
Louisville, Kentucky

Spencer H Bachow, MD
Lynn Cancer Institute
Boca Raton, Florida

Consulting Oncologists

Warren S Brenner, MD
Lynn Cancer Institute
Boca Raton, Florida

Kimberly Ku, MD
Bloomington, Illinois

Shaachi Gupta, MD, MPH
Florida Cancer Specialists 
& Research Institute
Lake Worth, Florida

Gigi Chen, MD
John Muir Health
Pleasant Hill, California

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

Neil Morganstein, MD
Atlantic Health System
Summit, New Jersey

Estelamari Rodriguez, MD, MPH
Sylvester Comprehensive Cancer Center
Miami, Florida

Erik Rupard, MD
Intermountain Health
St George, Utah

Neil Love, MD
Research To Practice
Miami, Florida



Agenda
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Consulting Faculty Comments

Trastuzumab deruxtecan as first-line therapy for 
NSCLC with a HER2 mutation; approach to HER2 testing

Dr Gigi Chen (Pleasant Hill, California)



For patients with NSCLC with a HER2 mutation, where in 
the treatment sequence are you typically offering 
trastuzumab deruxtecan (T-DXd)? 

Does the response rate with this agent justify its use as a 
first-line approach?

QUESTIONS FOR THE FACULTY 



Are you generally assessing HER2 overexpression in your 
patients with NSCLC?  

Are you now offering T-DXd to all of your patients with 
HER2-positive (IHC 3+) NSCLC? 

Where in the treatment course are you integrating this 
agent? 

QUESTIONS FOR THE FACULTY 



Consulting Faculty Comments

Identification and management of interstitial lung disease (ILD) 
and other adverse events associated with trastuzumab deruxtecan

Dr Shaachi Gupta 
(Lake Worth, Florida)

Dr Erik Rupard 
(St George, Utah)

Dr Kimberly Ku 
(Bloomington, Illinois)

Dr Estelamari Rodriguez 
(Miami, Florida)



What are the most common toxicities that have been 
noted with T-DXd?

Which of these do you find most challenging to manage?

Which of these do you believe are most detrimental to 
patient quality of life? 

QUESTIONS FOR THE FACULTY 



How specifically are you monitoring for ILD in your patients 
receiving T-DXd?

At what level of ILD are you permanently discontinuing 
treatment, even after resolution of symptoms?  

Should these approaches be employed for other 
deruxtecan-based ADCs, such as datopotamab deruxtecan 
(Dato-DXd) and patritumab deruxtecan?

QUESTIONS FOR THE FACULTY 



Integration of Antibody-Drug Conjugates 
into the Care of Patients with Non-Small Cell 

Lung Cancer and HER2 Alterations

Luis Paz-Ares, MD, PhD
Hospital Universitario 12 de Octubre

Madrid, Spain



HER2 as a Targetable Biomarker in NSCLC

Vathiotis IA et al. Pharmaceuticals 2021, 14(12), 1300



Antibody-Drug Conjugate 
Trastuzumab Deruxtecan (T-DXd)

Smit EF et al. ASCO 2020;Abstract 9504.
Planchard D et al. ESMO 2023. Abstract 1507TiP.



2022;386:241-51



Phase II DESTINY-Lung01 Study

Li BT et al. N Engl J Med 2022;386(3):241-51. 



Phase II DESTINY-Lung02 Study



DESTINY-Lung02: Responses by Dose

Goto K et al. J Clin Oncol 2023 Nov 1; 41(31): 4852–4863.

5.4 mg/kg (n=102)

6.4 mg/kg (n=50)

Location of HER2 mutation:  Kinase domain Extracellular domain

Location of HER2 mutation:  Kinase domain



DESTINY-Lung02: PFS by Dose

T-DXd 6.4mg/kg once every 3 weeks
Median PFS, 15.4 months (95%CI 8.3 to NE) 

T-DXd 5.4mg/kg once every 3 weeks
Median PFS, 9.9 months (95%CI 7.4 to NE) 

Goto K et al. J Clin Oncol 2023 Nov 1; 41(31): 4852–4863.



DESTINY-Lung02: OS by Dose

T-DXd 5.4mg/kg once every 3 weeks
Median OS, 19.5 months (95%CI 13.6 to NE) 

T-DXd 6.4mg/kg once every 3 weeks
Median OS, NE (95%CI 12.1 to NE) 

Goto K et al. J Clin Oncol 2023 Nov 1; 41(31): 4852–4863.



DESTINY-Lung02: Final Analysis Results

NE; not estimable
aBy BICR
Janne PA et al. ASCO 2024. Abstract 8543.

Adjudicated drug-related interstitial lung disease (ILD)/pneumonitis was reported in 14.9% (15/101) 
and 32.0% (16/50) of patients in the T-DXd 5.4 and 6.4 mg/kg arms, respectively; most events were 
grade 1 or 2 (1 grade 5 event in each arm).

Efficacy Summary

T-DXd 5.4 mg/kg (n=102) T-DXd 6.4 mg/kg (n=50)

cORR,a % (95% CI) 50.0 (39.9-60.1) 56.0 (41.3-70.0)

Median DoR, mo (95% CI) 12.6 (6.4-NE) 12.2 (7.0-NE)

Median PFS, mo (95% CI) 10.0 (7.7-15.2) 12.9 (7.2-16.7)

Median OS, mo (95% CI) 19.0 (14.7-NE) 17.3 (13.8-NE)



DESTINY-Lung02: Common TRAEs

Goto K et al. J Clin Oncol 2023 Nov 1; 41(31): 4852–4863.



DESTINY-Lung02: Adjudicated Drug-Related ILD 

*Two of the three patients with grade 1 ILD in the 6.4 mg/kg arm were retreated with T-DXd, both with 
negative rechallenge (no recurrence of ILD/pneumonitis after retreatment with T-DXd).

Goto K et al. J Clin Oncol 2023 Nov 1; 41(31): 4852–4863.





DESTINY-Lung01: PFS by T-DXd Dose — 
HER2 Overexpression Cohort Data

Smit EF et al. Lancet Oncol 2024; 25: 439–54



Smit EF et al. Lancet Oncol 2024; 25: 439–54

DESTINY-Lung01: OS by T-DXd Dose — 
HER2 Overexpression Cohort Data



DESTINY-Lung01: Most Common Adverse Events — 
HER2 Overexpression Cohort Data

Smit EF et al. Lancet Oncol 2024; 25: 439–54



FDA Grants Accelerated Approval to Fam-Trastuzumab-
Deruxtecan-Nxki for Unresectable or Metastatic 
HER2-Positive Solid Tumors
Press Release – April 5, 2024
“…the Food and Drug Administration granted accelerated approval to fam-trastuzumab deruxtecan-nxki 
for adult patients with unresectable or metastatic HER2-positive (IHC3+) solid tumors who have 
received prior systemic treatment and have no satisfactory alternative treatment options.

Efficacy was evaluated in 192 adult patients with previously treated unresectable or metastatic 
HER2-positive (IHC 3+) solid tumors who were enrolled in one of three multicenter trials: DESTINY-
PanTumor02 (NCT04482309), DESTINY-Lung01 (NCT03505710), and DESTINY-CRC02 
(NCT04744831).

The major efficacy outcome measure in all three trials was confirmed objective response rate (ORR), 
and an additional efficacy outcome was duration of response (DOR). All outcomes were assessed by 
independent central review (ICR) based on RECIST v1.1. In DESTINY-PanTumor02, ORR was 51.4% 
(95% CI: 41.7, 61.0) and median DOR was 19.4 months (range 1.3, 27.9+). In DESTINY-Lung01, ORR 
was 52.9% (95% CI: 27.8, 77.0) and median DOR was 6.9 months (range 4.0, 11.7+). In DESTINY-
CRC02, ORR was 46.9% (95% CI: 34.3, 59.8), and DOR was 5.5 months (range 1.3+, 9.7+).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-fam-trastuzumab-
deruxtecan-nxki-unresectable-or-metastatic-her2



Phase Ib DESTINY-Lung03: Study Design

Planchard D et al. ESMO 2023. Abstract 1507TiP.

Primary Endpoint:
Frequency of AEs and SAEs



Phase III DESTINY-Lung04: Study Design

Li BT et al. ASCO 2022. Abstract TPS9137.

Primary Endpoint:
PFS (by RECIST v1.1 per BICR)



Agenda

Module 1: Integration of Antibody-Drug Conjugates (ADCs) into the Care 
of Patients with Non-Small Cell Lung Cancer (NSCLC) and HER2 
Alterations — Dr Paz-Ares

Module 2: Emerging Role of TROP2-Targeted ADCs for NSCLC — Dr Sands 

Module 3: Other Promising Targets for ADCs for Lung Cancer — Dr Heist



Consulting Faculty Comments

Integrating TROP2-directed ADCs 
into the management of lung cancer

Dr Gigi Chen (Pleasant Hill, California)



From a risk/benefit standpoint, how do you believe 
Dato-DXd compares to currently available therapies 
such as docetaxel? 

Given what we currently know about Dato-DXd, would 
you like to have access to this agent for your patients with 
progressive NSCLC?

QUESTIONS FOR THE FACULTY 



Is there a biological rationale as to why Dato-DXd would be 
more effective in patients with nonsquamous histology? 

QUESTIONS FOR THE FACULTY 



What are the most common toxicities that have been noted 
with Dato-DXd?

Which of these do you find most challenging to manage?

Which of these do you believe are most detrimental to 
patient quality of life? 

QUESTIONS FOR THE FACULTY 



What strategies do you employ to prevent stomatitis/
oral mucositis in patients receiving Dato-DXd?

For patients who develop stomatitis/oral mucositis while 
receiving the drug, what can be done to manage it? 

QUESTIONS FOR THE FACULTY 



Trop2 Antibody-Drug Conjugates
Jacob Sands, MD

June 2024



Trophoblast-Cell Surface Antigen 2 (TROP 2)
• Initially discovered in human trophoblast and choriocarcinoma cells

• An intracellular calcium signal transducer overexpressed in various epithelial cancers

• Associated with poor prognosis in some data sets

• Not expressed in normal tissue

• Encoded by TACSTD2

• Role is not fully understood but thought to have a role in growth and proliferation of carcinoma cells

• Thought to be an oncogene with a role in initiating signaling mechanisms that can increase tumorigenicity, 
aggressiveness, and metastasis

Basu A, et al. Int J Cancer. 1995
Lipinski M, et al. Proc Natl Acad Sci U S A. 1981
Shvartsur A, et al. Genes Cancer. 2015
Wang J, et al. Mol Cancer Ther. 2008
Ohmachi, et al. Clin Cancer Res. 2006;12:3057



TROP2 Antibody-Drug Conjugates

Datopotamab Deruxtecan (DS-1062) Sacituzumab govitecan

Sands et al. ASCO 2018 Syed YY. Drugs 2020;80:1019-1025



Shimizu T, Sands J, Yoh K, et al. J Clin Oncol. 2023;41(29):4678-4687. 

Datopotamab Deruxtecan (Dato-DXd):
TROPION-PanTumor01 (NSCLC)



TROPION-Lung01

Lisberg et al. ESMO 2023



Datopotamab Deruxtecan (Dato-DXd)

Lisberg et al. ESMO 2023



Datopotamab Deruxtecan (Dato-DXd)

Lisberg et al. ESMO 2023



Datopotamab Deruxtecan (Dato-DXd)

Lisberg et al. ESMO 2023



TROPION-Lung01

Lisberg et al. ESMO 2023



Datopotamab Deruxtecan (Dato-DXd)

Lisberg et al. ESMO 2023



TROPION-Lung05 (Dato-DXd – actionable genomic alterations)

Paz-Ares et al. ESMO 2023 



TROPION-Lung05 (Dato-DXd – actionable genomic alterations)

Paz-Ares et al. ESMO 2023 



TROPION-Lung05 (Dato-DXd – actionable genomic alterations)

Paz-Ares et al. ESMO 2023 



TROPION-Lung02: Dato-DXd + Pembro 

Goto et al. ASCO 2023



Multiple TROP2 Trials Underway
• Dato-DXd
• First-Line: 

• TROPION-Lung04: Dato-DXd in combo with durva +/- carboplatin in NSCLC
• TROPION-Lung07: Dato-DXd in 1st line non-squam NSCLC, PD-L1 <50%
• TROPION-Lung08: Dato-DXd in 1st line non-squam NSCLC, Pembro +/- Dato-DXd

• Sacituzumab Govitecan
• First-Line:

• EVOKE-03: Pembro +/- Sacituzumab Govitecan in NSCLC, PD-L1 >50%



Sacituzumab Govitecan – EVOKE-01

• Per press release: “Did not meet its primary endpoint of overall survival… vs 
docetaxel in patients with metastatic or advanced NSCLC that had 
progressed on or after platinum-based chemotherapy and checkpoint 
inhibitor.”
• “A numerical improvement in OS favoring SG was observed in this study 

including in patients with both squamous and non-squamous histology.”



EVOKE-02

Cho BC, IASLC, WCLC, 2023



Still a lot to discover…
Datopotamab Deruxtecan (DS-1062) Sacituzumab govitecan

• Trop2 antibody 
• Cleavable linker 
• Topoisomerase I inhibitor payload
• DAR: 4:1

• mPFS difference non-squam and 
squam
• OS pending
• Tox: eye surface, stomatitis, ILD

• Trop2 antibody 
• Cleavable linker 
• Topoisomerase I inhibitor payload
• DAR: 8:1

• mPFS reported similarity non-
squam and squam (data pending)
• OS negative (data pending)
• Tox: nausea, diarrhea, cytopenias 
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The Road Ahead in TROP2 

Photo credit: Steven Schild



Agenda

Module 1: Integration of Antibody-Drug Conjugates (ADCs) into the Care 
of Patients with Non-Small Cell Lung Cancer (NSCLC) and HER2 
Alterations — Dr Paz-Ares

Module 2: Emerging Role of TROP2-Targeted ADCs for NSCLC — Dr Sands 

Module 3: Other Promising Targets for ADCs for Lung Cancer — Dr Heist



Consulting Faculty Comments

Toxicity profile of patritumab deruxtecan; ADCs after progression 
on chemotherapy and EGFR tyrosine kinase inhibitors

Dr Neil Morganstein (Summit, New Jersey) Dr Estelamari Rodriguez (Miami, Florida)



Would you like to have access to patritumab deruxtecan at 
the current time?

If this agent were available, where in the treatment 
sequence do you envision employing it for your patients 
with EGFR mutation-positive disease? 

QUESTIONS FOR THE FACULTY 



Should community-based oncologists be testing for c-Met 
overexpression in their patients with metastastic NSCLC? 

If yes, what testing methodology should be used and how 
should the results be interpreted? 

QUESTIONS FOR THE FACULTY 



From a risk/benefit standpoint, how do you believe 
telisotuzumab vedotin (Teliso-V) compares to currently 
available therapies such as docetaxel? 

Given what we currently know about Teliso-V, would you 
like to have access to this agent for your patients with 
progressive NSCLC?

QUESTIONS FOR THE FACULTY 



What are the most common toxicities that have been 
noted with Teliso-V?

Which of these do you find most challenging to manage?

Which of these do you believe are most detrimental to 
patient quality of life? 

QUESTIONS FOR THE FACULTY 



What other novel ADCs in development do you believe are 
most promising for patients with lung cancer?

QUESTIONS FOR THE FACULTY 



Other Promising Targets for 
ADCs in Lung Cancer

Rebecca S Heist, MD, MPH



HER3 in lung cancer
• Member of ERBB/HER family of 

receptor tyrosine kinases
• Forms heterodimers; has 

minimal intrinsic kinase activity 
• Expressed in over 80% of 

NSCLCs
• HER3 overexpression is 

associated with metastatic 
progression and poor prognosis 
NSCLC 
• HER3 overexpression implicated 

in resistance to multiple types of 
treatment, including EGFR

Uliano et al ESMO Open 2023; Janne et al ASCO 2021

• Antibody drug conjugate
• Fully human anti-HER3 IgG1 mAb (patritumab), 

covalently linked via a tetrapeptide based cleavable 
linker to deruxtecan, a topoisomerase 1 inhibitor 
payload

Patritumab deruxtecan (HER3-DXd)



HERTHENA-Lung01 Study Schema

Yu et al WCLC 2023



HERTHENA-Lung01 Response

Yu et al JCO 2023

RR 29.8%



HERTHENA-Lung01 Updated Safety

Hayashi H et al. ESMO Lung 2024;Abstract 11P.



Additional analyses of CNS activity of 
patritumab deruxtecan

Johnson et al ESMO 2023



CNS activity of patritumab deruxtecan

Johnson et al ESMO 2023



Phase III HERTHENA-Lung02 Study Design 
NCT05338970

Mok et al Future Oncology 2024



c-MET overexpression

Wang Y et al Clin Cancer Res 2017;  Yao HP et al  J Exp Clin Cancer Res 2020

Antibody-drug conjugate composed of a c-Met-targeting 
antibody (telisotuzumab), a cleavable valine-citrulline 
(dipeptide) linker, and a microtubule polymerization inhibitor 
(cytotoxin monomethyl auristatin E [MMAE])

Telisotuzumab vedotin (ABBV-399)



Phase II LUMINOSITY Study Design

Camidge et al ASCO 2022



Phase II LUMINOSITY: Response rates by cohort

Camidge et al ASCO 2022

Press release Nov 2023:

RR DOR mOS

c-MET high 35% 9 mo 14.6 mo

c-MET intermediate 23% 7.2 mo 14.2 mo



Phase II LUMINOSITY: AEs

Camidge et al ASCO 2022



Phase III TeliMET NSCLC-01 Study Design 
NCT04928846

Lugini et al ESMO 2023

Primary Endpoints:
PFS, OS

Secondary 
Endpoints: RR, DOR, 
PROs, PFS by inv

Safety, tolerability, 
PK, PD

c-MET 
overexpressing 
NSCLC (>25% tumor 
cells at 3+ intensity 
by central testing)

EGFR WT 
NonSquamous



B7-H3 in Small Cell

B7-H3 overexpressed in broad range of 
cancer types

Immunomodulatory role

Associated with cancer progression 
and poor survival

Antibody-drug conjugate composed of anti-B7=H3 IgG1 
monoclonal antibody, linked via a tetrapeptide based cleavable 
linker to topoisomerase inhibitor payload deruxtecan
DAR ~4

Ifinatamab deruxtecan (I-DXd, DS-7300) 

Yang et al Int J Biol Sci 2020; Johnson et al WCLC 2023



DS7300-A-J101 Study Design NCT04145622 

Subgroup analysis of patients with Small Cell Lung Cancer (n = 22) from Part 1 dose escalation
Patients dosed at > 6.4 mg/kg (n = 21) evaluable for efficacy

Johnson et al WCLC 2023



DS7300-A-J101 Small Cell Response Rate

Johnson et al WCLC 2023



DS7300-A-J101 Small Cell AEs

Johnson et al WCLC 2023

TEAEs 
> Grade 3: 36.4%  
Dose discontinuation: 22.7% 
Dose reduction: 13.6% 
Dose delay: 13.6% 
 



Phase II IDeate-01 Study Design NCT05280470 

: ORR (BICR)



IDeate-Lung02: A Phase III Study of Ifinatamab Deruxtecan versus 
Treatment of Physician’s Choice for Relapsed SCLC

Key inclusion criteria

• Histologically confirmed SCLC
• ≥1 prior therapy, including 

≥2 cycles of platinum-based 
therapy

• ECOG PS 0-1

Key exclusion criteria
• Prior orlotamab, enoblituzumab or other B7-H3-targeted agents 

(including I-DXd)
• Prior ADC that consists of an exatecan derivative (eg, T-DXd)
• Received the study comparators or any topoisomerase I inhibitor
• Any history of ILD/pneumonitis

Outcomes

•Primary endpoints: ORR and OS (up to 4.5 years)
•Key secondary endpoints: PFS, DOR, safety (up to 4.5 years)

ADC = antibody-drug conjugate; ILD = interstitial lung disease; ORR = overall response rate 

www.clinicaltrials.gov. NCT06203210. Accessed May 2024.

I-DXd at 12 mg/kg Day 1 of each 21-day cycle

Topotecan, lurbinectedin or amrubicin

N = 468



What Clinicians Want to Know:
Addressing Current Questions and Controversies 

in the Management of Prostate Cancer

Moderator
Andrew J Armstrong, MD, ScM

Faculty 
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7:00 PM – 9:00 PM CT (8:00 PM – 10:00 PM ET) 

A CME Symposium Held in Conjunction with the 2024 ASCO® Annual Meeting
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Emmanuel S Antonarakis, MD

Tanya B Dorff, MD
Matthew R Smith, MD, PhD



Thank you for joining us!
Your feedback is very important to us. 

Please complete the survey currently up on the iPads for attendees 
in the room and on Zoom for those attending virtually. The survey 

will remain open up to 5 minutes after the meeting ends. 

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the 

CME credit link or QR code. Online/Zoom attendees:
The CME credit link is posted in the chat room.


