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Early Therapeutics Committee
and Rare Cancers

Innovation:

• 2013 ‐ SWOG Rare Cancers Task Force 
– Reduce barriers to participation in rare cancers 
trials

• Historically, classic phase I trials, limited 
institutions

• Evolution to molecularly‐defined trials



Slide:  Annalisa Trama, from Paper: Gemma Gatta
et al.  Eur J of CA 47 (2011) 2493‐2511



Early Therapeutics Committee

• Engagement across specialities
– JAK1 inhibitor in sarcoma – Dr. Villalobos
– Anti‐mesothelin ADC in peritoneal mesothelioma 
– Dr. Raghav

– Tissue of origin testing in CUP – Dr. Yentz
– Bretuximab in systemic mastocytosis – Dr. Borate

and Rare Cancers

Innovation:Metamorphosis



S1609: DART
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Innovation:



S1609: DART
Primary study objective:  

• To evaluate the overall 
response rate in 
patients with 
advanced rare cancers
treated with 
ipilimumab plus 
nivolumab
combination therapy

• 6‐16 patients per 
stratum 



Innovation: Integrating with
EAY131: NCI‐MATCH

6,000

• “a goal for NCI‐MATCH is for about 25% of total 
patients enrolled in the trial to have rare cancers”

From www.cancer.gov



S1609 DART Treatment/ Schema

Ipilimumab 1mg/kg IV q 6wks

Nivolumab 240mg IV q2wks

PD, unacceptable toxicity, or 
withdrawal of consent 

DART

MATCH



Innovation: Ingenuity
DART + MATCH = Symbiosis



S1609 DART Accrual

Histologic Cohort TOTAL REGS

Salivary gland type tumors 7
Adenocarcinoma with variants of small intestine 4
Squamous cell carcinoma with variants of GI tract  2
Pancreatic tumor including acinar cell carcinoma, mucinous or serous cystadenocarcinoma 1
Intrahepatic Cholangiocarcinoma 3
Cholangiocarcinoma and extrahepatic bile duct tumors 2
Germ cell tumor of the testes and extragonadal germ cell  tumors 1
Endocrine carcinoma of pancreas and digestive tract 1
Neuroendocrine carcinoma including carcinoid of the lung 1
Cancer of Unknown Primary 3
Other 3



Innovation: 
S1602: PRIME

A Phase III Randomized Trial to Evaluate the 
Influence of BCG Strain Differences and T-Cell 

Priming with Intradermal BCG Before Intravesical 
Therapy for BCG-Naïve High-Grade Non-Muscle 

Invasive Bladder Cancer 
Robert S. Svatek, MD

UT San Antonio



Pre-existing BCG-specific immunity improves outcomes for 
patients undergoing intravesical BCG

Patients with
high-risk bladder

tumor
PPD test

Surgery BCG therapy
Clinical 

outcome?

Biot, et al. Sci Transl Medicine

• In preliminary studies, 
“priming” with 
intradermal BCG 
improved the response 
to intravesical BCG



PRIME :
Original Trial Design

Test the ability of T-cell priming to boost response to BCG 
therapy.



Bacillus Calmette‐Guérin (BCG)
• All strains derive 
from original M. 
bovis parent strain 
@ Pasteur Institute

Albert Calmette and Camille 
Guérin

• Distinct genetic 
substrains have 
evolved during 
global 
dissemination and 
manufacturing

FDA‐
Approved 
Strains



Connaught Laboratories
Toronto, Ontario

• Contributed to development of 
Salk’s polio vaccine

• Founded due to shortage of 
tetanus antitoxin during WWI



Sanofi Pasteur Connaught Lab



• 2012 – large scale BCG shortage

• 2016 – Sanofi announces it will cease 
production of Connaught BCG



Innovation: Modernization
S1602: PRIME

• Tokyo‐172 strain 
– Japan BCG Laboratory

• S1602 redesigned to address drug shortage



PRIME (S1602) Trial Schema

Randomize
CIS, HG TA, or HG 
T1 bladder cancer

Prime: intradermal BCG 
(Tokyo strain 100 µl at 0.5 mg /ml) 

+ 
Intravesical BCG

(Tokyo strain 80 mg/dose)

Intravesical BCG
(Tokyo strain 80 mg/dose)

Intravesical BCG 
TICE (50 mg/dose) 

Primary Objectives

 Compare time to high-grade recurrence between Tokyo and TICE 

 Compare time to high-grade recurrence in Tokyo +/- priming

N=969



Innovation:
S1602: PRIME

• Investigating simple and readily accessible 
method of immunologic priming

• Adaptation of trial design to real world 
catastrophe
– Results could potentially lead to availability of 
another BCG strain in the U.S.



SWOG Policy #13
PROTOCOL GUIDELINES

“The goal of centralized protocol development 
in SWOG is to speed development and 
standardize quality and format of the most 
important studies in the judgment of the 
Committee Chair within every research 
committee of the Group”



Protocol Development

• How are ”the 
most important” 
studies chosen?

• Operations Office 
and Statistical 
Center are limited 
resources 



GU Committee “Priority” List
2012



Innovation:  Change
GU Committee Protocol Development

• Formal RFA process instituted in 2013
• Applications accepted every ~12‐18 months

SWOG GU Committee Study Submission Format

• Background and significance
• Scientific hypothesis
• Endpoints
• Study design
• Magnitude of targeted treatment effect
• Eligibility Criteria
• Statistical considerations
• Letters of support from SWOG investigators
• Planned financial support 
• References



Innovation: Change
GU Committee Protocol Development

• Applications reviewed by GU Executive 
Committee

• Formal scores assigned using NIH system (1‐9)
– Clinical relevance
– Accrual potential
– Portfolio “fit”
– Transformative correlative science
– Leadership team ability

• Teleconference to finalize selection of top 2‐3 
concepts



GU Committee “Priority” List
2012



GU Committee Priority List
2017



Innovation:  Change
GU Committee Protocol Development

• Improved efficiency of study development
• Improved communication re: workload
• Improved transparency
• Reduced frustration



• Metamorphosis – ET/RC committee
• Ingenuity – DART trial symbiosis 
• Modernization – PRIME trial adaptation
• Change – GU Committee RFA process



Other Innovative Studies

• Gastrointestinal Committee
– S1513, Randomized Phase II Study of 2nd Line 
Therapy with FOLFIRI and PARPi ABT888 in 
Metastatic Pancreatic Cancer.  Dr. Chiorean

• Melanoma Committee
– S1607, A Phase II Study of Combining T‐VEC and 
PD‐1 Blockade With Pembrolizumab In Patients 
With Advanced Melanoma Who Have Progressed 
On Anti‐PD1 Therapy. Dr. Hu‐Lieskovan. 



Thank You


