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The size of the Federal budget is not an appropriate
barometer of social conscience or charitable concern.



NRG

ONCOLOGY

Advancing Research. Improving Lives.™

*Mission Statement/Theme: To Improve the lives of cancer
patients... emphasis on gender-specific malignancies and
localized or locally advanced cancers of all types.

e Curative-Intent Multi-modality therapy.
 Gender-Specific Cancers (Breast, GYN, Prostate).
e Advanced Radiation Oncology/Technology.

e Biomarker-driven Translational Science.
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Disease Site Non-Disease Site Scientific Core Administrative
Committees Scientific Committees Committees Committees
= Breast * Developmental = Medical Oncology = Audit/Quality Control
* Brain Therapeutics (DT) = Pathology * Communications
* Gastrointestinal * Cancer Prevention & = Radiation Oncology * Membership

* Colorectal Control (CPC) = Medical Physics * InvestigatorTraining

* Non-colorectal » Patient Centered Outcomes = Surgical Oncology » Ruplications
= Genitourinary Research (PCOR) = Protocol Support
= Gynecologic = Translational Science = (Clinical Research

= Qvarian . Associates

= Cervix ® Nursing

= Uterine Corpus = Patient Advocates

= GYN Rare Tumors NRG Biorepository = Special Populations
= Head & Neck T
> HUBg Center for Innovation

in Radiation Oncology
"= Protocol Generating Committees (ClRO)

- = = Scientific Interactions



NRG Research Strategy
Protocol Generating Committees:

|. Scientific Core Groups
— Translational Science Program
— Developmental Therapeutics

II. Disease Site Committees
— Brain
— Breast
— Gastrointestinal
— Genitourinary
— Gynecological
— Head & Neck
— Lung/Thoracic
— PCOR (Patient Centered Outcomes)/Symptom Mgmt/Control
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Roster of Active NRG Protocols

*Does not include Foundation/Corporate studies or Endorsed Studies

 Brain/CNS: 4
 Breast: 4 N=67
o Gastrointestinal: 4

o Genitourinary: 5

e Gynecologic (incl. Dev. Ther.): 29
« Head & Neck: 6

e Lung/Thoracic: 5

e PCOR/CPC (Patient Centered Outcomes/Symptom
Mgmt/Cancer Control/Prevention): 10
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Challenges in Protocol Management

and Development

e Each NRG “Committee” deserves a robust
portfolio of scientifically strong, innovative
national clinical trials ...... More importantly,
our patients deserve these.

e BUT: Funding for the overall NCTN is such that
annual accrual will gradual decrease from its

Zenith of 25,000 pts/year to ~17,000.
e “Legacy” studies have significant costs.
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NRG Protocols -- General Principles

e Actively Enrolling/Open Legacy studies of RTOG,
NSABP and GOG will continue under NRG.

e Studies already approved by NCI Steering Committees
will proceed with high priority.

 New Studies/Development:

— The Diseases and situations treated in NRG do not easily
lend themselves to “N of 1” clinical trials.

— Studies > 1,000 pts will not be prioritized, e.g. non-
inferiority studies in ‘good-prognosis’ cancers.

— Phase IIR studies (+/- Phase | lead-in) with novel agents will
be a major priority.

ONCOLOGY™



Factors to Consider in Approving and
Prioritizing a Protocol

e Compelling preclinical data and strong, intriguing
phase | data.

e Clinically meaningful endpoint (overall survival,
validated QOL/PRO endpoint).

* Priority disease sites.

e Feasibility of rapid accrual with high data quality
including high quality translational correlative
endpoints.

e Potential (non-NCl) extramural funding.
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Summary of Protocol Development

NRG Disease Committee (or DT or CC) vetting and
approval.

Presentation to NRG Research Strategy Committee
for discussion, debate, vote, and feedback.

Send to NRG Concept Prioritization Committee
(CPAC) and Group Chairs.

Submit to NCI/Steering Committee (SC).

If approved by SC, protocol development occurs
rapidly and effectively through a centralized NRG
process: NCI OEWG Timelines: 210 days.

Activation (CIRB approval)!
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Disease Site — Brain/CNS Accrual/Target

RTOG 1114: PhIIR Rituximab, Methotrexate,
Procarbazine, Vincristine, and Cytarabine +/- Low-
Dose Whole Brain RT for Primary CNS Lymphoma

RTOG 1119: PhlIR Whole Brain RT +/- Lapatinib
in Brain Mets from HER2+ Breast Cancer

RTOG 1122: Ph IIR Bevacizumab +/- AMG 386 in
Recurrent Glioblastoma after failure of RT/Temodar
(double-blind/placebo)

RTOG 1205: PhlIR Bevacizumab +/- concurrent
reirradiation in Recurrent, limited volume
Glioblastoma after failure of RT/Temodar

42/89

29/143

82/141

19/178

Disease Site - Gl

RTOG 0848: Ph Il Adjuvant Chemo* +/- Postop RT for
Resected Head of Pancreas Adenocarcinoma

RTOG 1010: Ph Il Neoadjuvant chemoRT +/-
Trastuzumab for Her2-Overexpressing Esophageal
Adenocarcinoma

RTOG 1112: Ph lll Sorafenib vs SBRT followed by
Sorafenib for Inoperable Hepatocellular Carcinoma

RTOG 1201: PhIIR Standard Chemo-RT vs. Std
Chemo + High dose RT vs. FOLFIRINOX + Std RT for
Unresectable Pancreatic Cancer

Accrual/Target

327/950

112/160

13/368

0/288**
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Disease Site — RTOG Legacy

Breast and GYN

Accrual/Target

RTOG 0724: Ph Il Cervix CA: Post-Op Concurrent
Chemotherapy and Pelvic Radiation Therapy +/-
Adjuvant chemo

RTOG 1005: Ph Il Accelerated Whole Breast
Irradiation With Hypofractionation and Concurrent
Boost Vs. Standard Whole Breast RT with Sequential
Boost For Early-Stage Breast Cancer

80/400

1785/2312

Disease Site - GU Accrual/Target

RTOG 0534: Ph lll: RT alone vs. Short Term
Hormones With small field RT vs. Short Term
Hormones with pelvic RT in Prostate Cancer
Patients With a Rising PSA After Surgery

RTOG 0815: Ph lll: Dose-Escalated RT +/- Short-
Term Hormones for Definitive treatment of
Intermediate-Risk Prostate Cancer

RTOG 0924: Ph lll: Hormonal therapy + small
fieldRT vs. Hormonal therapy + Pelvic RT in
Unfavorable Intermediate to Moderately High Risk
Prostate Cancer

RTOG 1115: Ph lll: High risk prostate CA: Pelvic RT
and Standard Hormones +/- Enhanced ADT with
TAK-700

1493/1764

1102/1520

510/2580

149/900

RTOG 0926: Ph Il Stage T1 High grade Bladder
Cancer to Evaluate Selective Bladder Preserving
therapy with concurrent chemo-RT after
Transurethral surgery.

16/37




Disease Site — H&N

Accrual/Target

Disease Site — Lung

Accrual/Target

RTOG 0912: PhIIR Concurrent IMRT, Paclitaxel
and Pazopanib/Placebo, for Anaplastic Thyroid

RTOG 0920: Ph lll Postoperative IMRT +/-
Cetuximab for Resected Head and Neck Cancer

RTOG 1008: PhIIR Adjuvant Radiation +/-
Chemo in Resected High-Risk Malignant
Salivary Gland Tumors

RTOG 1016: Ph lll RT + Cetuximab vs RT +
Cisplatin in HPV-Associated Oropharynx Cancer

RTOG 1216: Ph lI/lll Postop IMRT + Cisplatin
vs.IMRT + Doectaxel vs. IMRT +
Docetaxel/Cetuximab for high risk H&N CA

RTOG 1221: PhIIR Transoral Endoscopic H&N
Surgery followed by Risk-Based RT/chemo vs
RT + Cisplatin for HPV Negative Oropharynx CA

34/110

365/700

81/120

756/834

22/675

0/144

RTOG 0839: PhIIR Pre-Operative ChemoRT
+/- Panitumumab for Marginally Operable IIIA
NSCLC

RTOG 0937: Ph IIR Prophylactic Cranial
Irradiation with or without additional XRT to
initial disease sites for chemo-responsive
Extensive Stage Small Cell CA

RTOG 1106/ACRIN 6697: Ph IIR Individualized
Adaptive Chemo-RT Using Mid-Treatment
FDG-PET/CT in Unresectable Stage Ill NSCLC

RTOG 1306: PhIIR Individualized Combined
Modality Therapy (erlotinib, crizotinib) for Stage
Il NSCLC

RTOG 1308: Ph Ill Comparing Overall Survival
After Photon vs Proton Chemoradiotherapy for
Inoperable Stage Il NSCLC

48/97

72/154

27/138

0/234

0/560
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