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Background 

• Desmoids are rare, invasive, slow growing soft tissue tumors that are 

sporadic or associated with familial genetic syndromes, such as familial 

adenomatous polyposis. Desmoids are characterized by stabilization and 

abnormal nuclear localization of β-catenin. Mutations in the CTNNB1 gene 
are found in 85-90% of desmoids.  

 

• Gamma-secretase cleaves intracellular Notch resulting in Notch signaling. 

PF-030844014 is an oral reversible γ-secretase inhibitor (GSI) that is well 

tolerated. Based on encouraging data from a phase I trial, we conducted a 
phase II study of PF-030844014 in patients with symptomatic desmoid 

tumors progressing following at least one line of therapy.  

 

• In the phase I trial, 5 partial responses were noted in the desmoid tumor 

subgroup (ORR 71.4%) among the 7 evaluable patients in this subgroup.  

The median time to response for the five responders with desmoid tumor 

was 8.5 months with significant variability among the different patients. (Clin 

Cancer Res; 21(1); 60–67,2015) 



Objectives 

• Primary:  determine the response rate (CR+PR) of PF-

03084014 in patients with desmoid tumors/aggressive 

fibromatosis 

 

• Secondary: assess symptom measures and perform 

genotyping for germline/somatic mutations in APC and 

CTNNB1 genes, assess modulation of the Notch 

pathway by evaluating notch response genes in tumor 

biopsies at baseline and after drug administration 

 



Study Design 

• This was an open label phase II trial of PF-03084014 in 

patients with symptomatic, progressive desmoids 

• PF-030844014 was administered orally at 150 mg twice daily 

in 21-day cycles 

• Restaging CT scans were  performed at baseline and then 

every 6 cycles (+/- one cycle)  

• Optional DCE-MRIs with diffusion weighting were  

performed prior to start of treatment, end of cycle 1, and every 

6 cycles 

• Blood samples were  obtained at baseline for germline 

sequencing of APC and CTNNB1 



Study Design: continued 

• Optional tumor research biopsies were  performed at baseline 

prior to study treatment and at the beginning of cycle 7 (+/- 

one cycle) 

• The psychometrically-validated MD Anderson Symptom 

Inventory (MDASI) was used to assess patient-reported 

outcomes (PRO) at baseline and at restaging 

• The study was conducted as a single stage trial to rule out an 

unacceptably low 10% clinical response rate (PR+CR; 

p0=0.10) in favor of a modestly high response rate of 35% 

(p1=0.35); accrual ceiling 17 patients 

 



Patient characteristics 



Drug related Adverse Events 

Dose reduction to  level -1 (100 mg BID) daily occurred in 2 patients, secondary to persistent grade 2 nausea and 

diarrhea which occurred during the entire cycle (cycle 3 and cycle 11 respectively). Symptoms resolved 

completely following dose reduction. 



Genetic Analysis 

A somatic or germline mutation was identified in 15/17 patients 



Outcomes 



Tumor Responses 



Baseline MRI Post cycle 12 MRI 



Volumetrics 



MDASI 

•  The psychometrically-validated MD Anderson Symptom 

Inventory (MDASI) was used to assess patient-reported 

outcomes (PRO). 

 

• Patients were asked to complete a health-related quality-

of-life questionnaire to assess the severity and 

associated interference caused by the disease as well as 

treatment-related symptoms. 

 



Conclusions 

• The accrual goal of 17 patients has been met. This study opened in 
November of 2014 and quickly completed accrual by May 2015. 
 

• PF-030844014 is active at the selected dose, with a manageable 
side effect profile.  There were no episodes of grade 3 or 4 
diarrhea; diarrhea was well controlled by administration of 

loperamide; none of the patients required steroids for management 
of adverse events. 
 

• RECIST and MDASI may not be the appropriate tools to assess 
response in a slow growing tumor with single site and symptoms 
related to the  specific area being affected 
 

• Copy number analysis, transcriptome sequencing, and DNA 
methylation analysis of archival samples as well as 2 paired 

biopsies obtained on study  are ongoing.  
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