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non-FDA-approved uses of agents and regimens. 
Please refer to official prescribing information for 
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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.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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Save The Date

A Multitumor CME/MOC-, ACPE- and NCPD-Accredited 
Educational Conference Developed in Partnership with 

Florida Cancer Specialists & Research Institute

Friday to Sunday, February 28 to March 2, 2025

Fontainebleau Hotel, Miami Beach, Florida

Moderated by Neil Love, MD



Thank you for joining us!

Information on how to obtain CME, ABIM MOC 
and ABS credit will be provided at the 

conclusion of the activity in the Zoom chat room. 
Attendees will also receive an email in 

1 to 3 business days with these instructions.
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JAMA Oncol 2024 June 20;[Online ahead of print]



Desmoid Tumors (DT): Pathology and Molecular Genetics

Desmoid Tumor Working Group. Eur J Cancer 2020 March:127:96-107.

• CTNNB1 mutations and APC 
mutations are mutually 
exclusive in DT

- Detection of a somatic 
CTNNB1 mutation can 
help to exclude a 
syndromic condition

- CTNNB1 wild-type status 
in DT, especially in an 
intra-abdominal tumor, 
should raise suspicion for 
familial adenomatous 
polyposis, with more 
extensive diagnostic 
clinical work-up

• Either APC loss or CTNNB1 
mutation can lead to DT 
development



Treatment Landscape for Desmoid Tumors: Treatment 
Sequencing

Mercier K et al. ESMO Sarcoma and Rare Cancers 2024;Abstract 149P.
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2018;379(25):2417-28



Sorafenib for Advanced and Refractory Desmoid Tumors: Estimates of 
Duration of Progression-Free Survival at the Time of Last Assessment

Gounder MM et al. N Engl J Med 2018;379(25):2417-28.



Sorafenib for Advanced and Refractory Desmoid Tumors: 
Percent Change from Baseline in Tumor Size

Gounder MM et al. N Engl J Med 2018;379(25):2417-28.

Objective response rate = 20% Objective response rate = 33%



Lancet Oncol 2019 September;20(9):1263-72



DESMOPAZ Phase II Study Design and Participants 

Toulmonde M et al. ASCO 2018;Abstract 11501.



DESMOPAZ: Proportion of Patients without Disease Progression and 
Best Overall Response

Toulmonde M et al. Lancet Oncol 2019 September;20(9):1263-72.

Pazopanib group Methotrexate–vinblastine group

Primary endpoint Pazopanib group Methotrexate-vinblastine group

Proportion of patients without disease 
progression at 6 months

83.7% 45.0%



Agenda
Management of Desmoid Tumors

Introduction: Biology and Clinical Presentation

Module 1: Tyrosine Kinase Inhibitors 

Module 2: Gamma Secretase Inhibitors

Module 3: Faculty Case Presentations



FDA Approves Nirogacestat for Desmoid Tumors
Press Release: November 27, 2023

“The Food and Drug Administration approved nirogacestat for adult patients with progressing desmoid tumors 

who require systemic treatment. This is the first approved treatment for desmoid tumors.

Efficacy was evaluated in DeFi (NCT03785964), an international, multicenter, randomized (1:1), double-blind, 
placebo-controlled trial in 142 patients with progressing desmoid tumors not amenable to surgery. Patients 

were eligible if the desmoid tumor had progressed within 12 months of screening. Patients were randomized to 

receive 150 mg nirogacestat or placebo orally twice daily until disease progression or unacceptable toxicity.

The major efficacy outcome measure was progression-free survival (PFS) based on RECIST v1.1 as assessed by 

blinded independent central review or on clinical progression by the investigator (and adjudicated by 

independent review). Median PFS was not reached in the nirogacestat arm and 15.1 months in the placebo arm 

(hazard ratio [HR] 0.29; p-value = <0.001). An exploratory analysis of PFS based on only radiographic 

progression demonstrated a hazard ratio of 0.31.

The recommended nirogacestat dose is 150 mg administered orally twice daily with or without food until 

disease progression or unacceptable toxicity. Each 150 mg dose consists of three 50 mg tablets.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-nirogacestat-desmoid-tumors



2023 March 9;388(10):898-912



Kasper B et al. ESMO 2022;Abstract LBA2.

Gamma Secretase Inhibition for Desmoid Tumors



Kasper B et al. ESMO 2022;Abstract LBA2.

DeFi Phase III Trial Design and Study Endpoints



Gounder M et al. N Engl J Med 2023 March 9;388(10):898-912.

DeFi: Progression-Free Survival (Primary Endpoint)



Gounder M et al. N Engl J Med 2023 March 9;388(10):898-912.

DeFi: Response and Improvement in Quality of Life with Nirogacestat

Objective response rate = 41% Objective response rate = 8%

ORR = objective response rate



Gounder M et al. N Engl J Med 2023 March 9;388(10):898-912; Kasper B et al. ESMO 2022;Abstract LBA2.

DeFi: Adverse Events in the Safety Population

TEAE = treatment-emergent adverse event



Gounder M et al. N Engl J Med 2023 March 9;388(10):898-912.

DeFi: Ovarian Toxicity Observed with Nirogacestat



Abstract 11520



Loggers ET et al. ASCO 2024;Abstract 11520.

ASCO Recommendations

OT = ovarian toxicity



Loggers ET et al. ASCO 2024;Abstract 11520.

DeFi: Limitations in Monitoring for Ovarian Toxicity (OT)

FORP = females of reproductive potential



Loggers ET et al. ASCO 2024;Abstract 11520.

Lessons Learned from DeFi for Future Oncology Clinical Trials



Abstract 57MO



Stacchiotti S et al. ESMO Sarcoma and Rare Cancers 2024;Abstract 57MO.

DeFi: Patients with Stable Disease per RECIST v1.1 



Stacchiotti S et al. ESMO Sarcoma and Rare Cancers 2024;Abstract 57MO.

Best Overall Response (BOR) in DeFi



Stacchiotti S et al. ESMO Sarcoma and Rare Cancers 2024;Abstract 57MO.

Patient-Reported Outcomes: Patients with Stable Disease as BOR 



Stacchiotti S et al. ESMO Sarcoma and Rare Cancers 2024;Abstract 57MO.

DeFi Post Hoc Analysis: Author Conclusions



Updated Results of the RINGSIDE Phase 2 Trial and 
Open-Label Extension of AL102 for Treatment of 
Desmoid Tumors  

Kasper B et al.
ESMO 2024;Abstract 1766P.



Kasper B et al. ESMO 2024;Abstract 1766P.

Desmoid Tumors: Characteristics and Treatment Options



Kasper B et al. ESMO 2024;Abstract 1766P.

Desmoid Tumors: Pathophysiology



Kasper B et al. ESMO 2024;Abstract 1766P; 
https://www.sec.gov/Archives/edgar/data/1797336/000121390022015423/f10k2021_ayalapharma.htm.

RINGSIDE Phase II/III Study Design

Part A (N ≤36)
Regimen selection

Part B (N = 156)
Double-blind placebo controlled

Study
endpointsRegimen

selection
Efficacy
analysis

Food effect/
PK substudy

(N = 12)

D1
Fasted

SD: 4 mg

D8
Fed

SD: 4 mg

AL102 1.2 mg, QD

AL102 2 mg, intermittent
(2 days on/5 days off)

AL102 4 mg, intermittent
(2 days on/5 days off)

AL102 @ selection regimen

Placebo

Roll over
to OLE Crossover to OLE if PD Crossover to OLE if PD

OLE (AL102 selected regimen)

Primary:
• PFS

Secondary:
• ORR, DOR, QOL

Part A Key Inclusion Criteria
• R/R or TN DT with ≥10% unidimensional 

growth ≤18 mo or DT-related pain
• Age ≥18
• Measurable lesion - MRI

Part B Key Inclusion Criteria
• R/R or TN DT RECIST progression ≤12 mo
• Age ≥12
• Measurable lesion – MRI/CT

R R

1:1:1

ORR = overall response rate; DOR = duration of response; SD = study dose; OLE = open-label extension; PD = progressive disease; 
R/R = relapsed/refractory; TN = treatment-naïve; DT = desmoid tumor



Kasper B et al. ESMO 2024;Abstract 1766P.

RINGSIDE Phase II Study Design (Part A)

SLD = sum of the largest diameters of target lesion(s)



Kasper B et al. ESMO 2024;Abstract 1766P.

RINGSIDE: Best Overall Response by RECIST per BICR

BICR = blinded independent central review



Kasper B et al. ESMO 2024;Abstract 1766P.

RINGSIDE: Treatment-Emergent Adverse Events

*No Grade 4 or Grade 5 events were reported
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Presentation
• 65-year-old man worked up for intermittent abdominal pain

• Abdominal imaging shows 5-cm mass in mesentery:
• Suggestive of desmoid fibromatosis

• No sign of bowel compression

• In retrospect, had been present for at least 6 months, when it measured 2.5 cm

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis



Baseline imaging
6 months before diagnosis At diagnosis

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



Diagnosis
• DESMOID FIBROMATOSIS with keloidal hyalinization. 

  Immunohistochemistry : 

    Positive - beta-catenin (nuclear), desmin (focal) 
    Negative - DOG1, S100, AE1/3 

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



Discussion with 
patient: to treat 
or not to treat? 

That is the 
question.

Case Presentation – Dr Alcindor: A 65-year-old man with desmoid fibromatosis (continued)



In favor of surveillance

• Non-malignant disease

• Few symptoms

• Possibility of spontaneous regression

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



In favor of immediate treatment

• Presence of symptoms

• Active growth

• Wide range of therapeutic options

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



Which options?

• Cytotoxic chemotherapy
• Methotrexate-based regimen
• Liposomal doxorubicin

• Tyrosine kinase inhibitor
• Sorafenib
• Pazopanib

• Nirogacestat

• No indication for surgery

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



Discussion and decision

• He wished to avoid cytotoxic 
chemotherapy
• IV route
• Side effect profile
• “Stigma”

• I was concerned about sorafenib
• Antiangiogenic properties
• Risk of abdominal complications?
• Side effect profile

• We chose nirogacestat: 150 mg po 
bid

From Clinical Correlations, Apr 2023

Case Presentation – Dr Alcindor: A 65-year-old man with 
desmoid fibromatosis (continued)



Evolution

• Good tolerance, but occasional diarrhea:

• Treated with loperamide prn

• No need for dose adjustment

• Tumor shrinkage: 5 cm to 2 cm in 6 months

• Plan: continue to maximal size reduction 
but for defined time?

Case Presentation – Dr Alcindor: A 
65-year-old man with desmoid 
fibromatosis (continued)



2022 – refractory to 
GSI inhibitor

2024 – growth on 
observation

2024 – 1 month after trans-arterial chemo-
embolization with doxorubicin beads

Case Presentation – Dr Gounder: A 43-year-old woman with desmoid tumor treated with a gamma 
secretase inhibitor on a clinical trial



May 2020 Aug 2023

Extremity desmoid treated on nirogacestat – decrease in size and cellularity of tumor

Case Presentation – Dr Gounder: A 38-year-old woman with a large groin desmoid tumor



Presentation

• 30-year-old woman with well-controlled hypothyroidism undergoes 
minor surgery for “lipoma” in back

• Specimen not sent to Pathology

• 3 months later, seen by other surgeon for recurrent mass with rapid 
growth: 11.5 cm!

• Painful mass preventing her from lying down

Case Presentation – Dr Alcindor: A 30-year-old woman with 
desmoid fibromatosis requiring treatment



Baseline 
imaging

Case Presentation – Dr Alcindor: A 
30-year-old woman with desmoid 
fibromatosis requiring treatment 
(continued)



Diagnosis
• DESMOID FIBROMATOSIS. 

Case Presentation – Dr Alcindor: A 30-year-old woman with 
desmoid fibromatosis requiring treatment (continued)



How to treat?
• This time, no debate about need to treat:

• Pain and interference with daily life

• Rapid growth after inappropriate surgery

• Options considered:
• Surgery

• Other local therapies

• Systemic therapy

Case Presentation – Dr Alcindor: A 30-year-old woman with 
desmoid fibromatosis requiring treatment (continued)



Local treatment options
• Surgery 

• Risk for further recurrence even after 2nd operation
• Would require extensive excision with large skin removal and risk of local 

complications

• Radiotherapy
• Scarring/fibrosis in large field
• Late complications (e.g. secondary malignancy)

• Cryotherapy
• Tumor too voluminous

Case Presentation – Dr Alcindor: A 30-year-old woman with 
desmoid fibromatosis requiring treatment (continued)



Systemic treatment options
• Her preference: 

• Oral treatment

• No or little risk for fertility

• We settled on sorafenib 400 mg po daily

Case Presentation – Dr Alcindor: A 30-year-old woman with 
desmoid fibromatosis requiring treatment (continued)



Evolution
• No side effect!

• Subjective: tumor has become 
flatter over 3 months

• Objective:
• 11.5 x 8.2 x 4.3 mm 

• 11.5 x 6.2 x 2.3 cm 

• Duration of treatment undefined

Case Presentation – Dr Alcindor: 
A 30-year-old woman with desmoid fibromatosis 
requiring treatment (continued)



In summary

• First: does the patient need to be treated?
• Size, location of tumor
• Symptoms
• Growth

• If treatment indicated, consider advantages and risks
• Surgery: operative risk, mutilation
• Radiotherapy: fibrosis, secondary cancers
• Systemic therapy: individual toxicity profile of each regimen

• Shared decision-making with patient

Courtesy of Thierry Alcindor, MD, MSc



Baseline (pain) Best response (SD, pain significantly improved)
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Extremity desmoid treated on sorafenib – change seen from cellular to collagenous tumor

Gounder et al. NEJM, 2018 (Supplementary figure 2A)

Case Presentation – Dr Gounder: A 48-year-old man with desmoid tumor of the lower extremity 



Practical Perspectives: Optimizing the Role of 
BTK Inhibitors in the Management of Mantle Cell Lymphoma

A CME/MOC-Accredited Live Webinar

Moderator
Neil Love, MD

Faculty 

Wednesday, September 25, 2024
5:00 PM – 6:00 PM ET

Tycel Phillips, MD
Michael Wang, 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.
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